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Claims for the following Contracting States: ES + GR. 

@ Omega-quaternary ammonium aflcyi esters and thioesters of acidic nonsteroidal antiinflammatofy drugs. 

(g) Quaternary ammonium alkyl esters and thioesters of acidic 
nonsteroidal anti-inflammatory drugs (NSAIDs) are disclosed. 
These esters and thioesters display the anti-inflammatory 
profile of trie parent NSAIDs with greatly reduced gastrointesti- 
nal irritancy, providing a more favorable separation of thera- 
peutic activity and toxicological side effects than the parent 
NSAIDs. 
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Description 

CO-QUATERNARY AMMONIUM ALKYL ESTERS AND THIOESTERS OF ACIDIC NONSTEROIDAL 

ANTIINFLAMMATORY DRUGS 

In recent years nonsteroidal antiinflammatory drugs (NSAlD's) have been prescribed as the preferred 

5 therapy for chronic sufferers of arthritis and other inflammatory diseases. The major side-effects associated 
with chronic use of such drugs are gastrointestinal irritation and toxicity. 

In particular, the salicylates, such as acetylsaiicyiic acid (aspirin), have been prescribed at high doses as the 
initial choice of drug therapy for the rheumatic diseases, such as rheumatoid arthritis. Unfortunately, serious 
adverse reactions can result from such high doses in some patients. For example, gastric damage is a 

10 prevalent side effect, such that ingestion of 1 to 3 grams per day of aspirin generally produces fecal blood loss 
of 2 to 6 ml/day in humans. Other adverse side effects include gastric ulcer formation, upper gastrointestinal 
hemorrhage allergic reactions, and even deafness. (See, Nonsteroidal Antiinflammatory Drugs , Lombardino, 
Ed., Chapter 4, Lombardino, p.262, John Wiley &; Sons, Inc., 1985.) 
jn attempts to diminish some of these side effects, non-saBcylate classes of nonsteroidal antiinflammatory 

15 drugs have been developed, such as the arylacetic acids, arytpropionic acids, fenamates and pyrrole 
carboxylic acids. While these newer classes of NSAIDs have achieved substantial therapeutic utility as 
antiinflammatory drugs for prolonged treatment of chronic diseases such as rheumatoid arthritis and 
osteoarthritis, they, too, tend to produce gastrointestinal side effects at high doses or with prolonged usage, 
impeding achievement of the desired therapeutic effect. These gastrointestinal side effects include minor 

20 gastric discomfort, nausea and dyspepsia through mucosal irritation and erosion with accompanying loss of 
blood into the gastrointestinal tract, and may also include such severe effects as ulcer formation, perforation 
of the gastrointestinal tract, and even death due to hemorrhage or septicemia. 

For the weaker NSAIDs, such as aspirin and other saiicyfic acid derivatives (e.g., diflunisal), the 
gastrointestinal side effects appear to be caused by direct contact of undissolved or highly concentrated 

25 solutions of the drug with the mucosal cell lining of the gastrointestinal tract leading to ceB death arid 
sloughing. In order to circumvent the effects of this undesirable direct contact such drugs have been 
converted to certain esters which are well-tolerated by the gastrointestinal mucosal fining in spite of direct 
contact, and which are converted to the active drug by hydrolytic processes upon absorption. Such esters, 
generally being less soluble in the gastrointestinal tract than the parent compounds from which they are 

30 derived, are less well absorbed and most therefore be administered in substantially higher, frequently 
unrealistic, doses. In certain cases, however, a therapeutically effective dose appears to be achievable without 
the undesirable gastrointestinal side effects. For example, benorylate, the acetominophen ester of aspirin, has 
little if any adverse effects on the gastrointestinal' tract, but suffers from the adverse toxic effects associated 
with salicylate drugs in general and the liver toxicity associated with acetaminophen in particular. 

35 For more potent NSAIDs, such as the arylacetic and arytpropionic acids of which indornethacin and 
naproxen are typical, it has been found that the therapeutic to side effect {gastrointestinal irritation) ratio Is 
substantially the same for both subcutaneous and oral administration of a given drug. It has been suggested 
that the adverse effects of these more potent compounds are not dependent upon direct contact of the 
substance in undissolved or in highly concentrated form with the gastrointestinal cells, but rather from 

40 therapeutically effective, circulatory plasma levels of these agents. Accordingly, the art has suggested 
(Nonsteroidal Antiinflammatory Drugs , Lombardino. Ed., Chapter 4, Ottemess and Bliven, pp. 229-230.) that 
esters of such more potent substances should not be free of the anticipated gastrointestinal side effects 
associated with the parent compound, if such agents are administered in doses sufficient to provide 
therapeutically effective plasma levels of the parent drug as a consequence of hydrolysis of the ester to the 

45 parent compound. Previous experience with simple alkyl esters of NSAIDs proves this teaching to be generally 
correct. Simple alkyl esters, being less soluble, are less readily absorbed and demonstrably less readily 
hydrolyzed, ( See , Bundgaard and Nielsen, Communication, J. Med. Chem., 30 (3): 451-454 (1987)). and 
therefore their improved therapeutic-to- side-effect ratio is more an artifact of modelling and timing of 
administration than a clinical reality. 

50 Thus, a need exists for NSAIDs that have good therapeutic activity, but that are protective or less irritating to 
the gastrointestinal tract, and that inhibit formation of ulcers or are less likely to cause them. 
A first aspect of this invention relates to compounds of the formula: 

RC(0)M(CH 2 )nN«RlR 2 R 3 X" (I) 

55 

wherein: 

R is a radical such that RCOOH is an acidic nonsteroidal antiinflammatory drug (ANSAID); 
M is O of S; 

n is an integer from 2 to 6; 

60 R 1 and R z are independently alkyl of 1 to 6 carbon atoms having a -CHr group directly connected to the 
nitrogen atom, phenyl, or benzyl; 

or R 1 and R 2 may be combined with the nitrogen atom to which they are attached to form rnorphofino or a 5- 
or 6- membered saturated heterocyclic ring; 
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R3 is alkyl of 1 to 6 carbon atoms having a -CH2- group directly connected to the nitrogen atom, or benzyl; 
and X is a pharmaceutical^ acceptable anion. 

Another aspect of this invention relates to a method of treating inflammation in a mammal, such as a human, 
comprising the step of administering a therapeutically effective amount of a compound of Formula I to said 
mammal. 5 

Yet another aspect of the invention relates to a pharmaceutical composition comprising a therapeutically 
effective amount of a compound of Formula I in admixture with a pharmaceutically acceptable excipient. 

A still further aspect of the invention relates to a composition of matter comprising a therapeutically effective 
combined amount of an admixture of a compound of Formula I and a nonsteroidal antiinflammatory drug. 

Still another aspect of the invention relates to a pharmaceutical composition comprising a therapeutically 10 
effective combined amount of a compound of Formula I in admixture with a nonsteroidal antiinflammatory drug 
and a pharmaceutically acceptable excipient. 

This invention is directed to novel G)-quaternary ammonium alkyl esters and thioesters of acidic 
non-steroidal anti-inflarnrnatory drugs. These esters show slightly reduced antiinflammatory activity but 
dramatically reduced intestinal ulcerogenic activity relative to the parent carboxylic acids. 15 

Definitions 

When used in this specification and the appended claims, the following terms are intended to have the 
meanings set forth below. 

"Acidic nonsteroidal anti-inflammatory drugs," or ANSAIDs, are: non-salicytates having a free carboxylic 20 
acid moiety (i.e., of the formula RCOOH); having anti-inflammatory activity in mammals, particulary in humans, 
i,.e., activity in at least one accepted antiinflammatory or analgesic assay, such as the carrageenan paw assay, 
the phcny1ben2oquinone writhing assay, or the adjuvant arthritis assay; and that are publicly known, 
commercially available, and/or whose synthesis is known or apparent to one of ordinary skill in the art of 
organic chemistry. Some ANSAIDs have one or more chiral centers, where one or more isomers are 25 
therapeutically active. The term ANSAID in accordance with this definition means the therapeutically active 
isomers, whether in resolved form (i.e., pure therapeutically active isomer), or as a mixture of isomers (i.e., any 
combination of therapeutically active enantiomers or diastereomers). 

ANSAIDs include, but are not limited to, those carboxylic acids of the acetic acid, propionic acid and 
fenamate classes listed on pp. 254-255 of Nonsteroidal Antiinflammatory Drugs , Lombardino, Ed., Chapter 4 : 30 
'Medicinal Chemistry of Nonsteroidal Antiinflammatory Drugs," by Lombardino, pp. 253-431 (John Wiley and 
Sons, Inc. 1985). The compounds named in the Lombardino text are representative of the most popularly 
accepted and widely used antiinflammatory agents. This text is hereby fully incorporated into this specification 
by reference. Specifically included are: the acetic acids - indomethacin (U.S. Pat. No. 3,161,654), acemetactn, 
cinmetacin, sulindac (U.S. Pat. No. 3.654,349), tolmetin (U.S. Pat. No. 3.752,826). zomepirac (U.S. Pat. 35 
No. 3,752,826). diclofenac, fenclofenac. isoxepac, furofenac, fentiazac, clidanac, oxepinac, fenclorac. 
lonazolac, metiazinrc acid, clopirac, amfenac, benzofenac, clometacine, etodolac, bumidazone, and clamidoxic 
acid; the propionic acids - ibuprofen (U.S. Pat. No. 3,385,886), flurbiprofen, naproxen (U.S. Pat. No. 3,904,682), 
ketoprofen, fenoprofen (U.S. Pat No. 3,600,437), benoxaprofen (U.S. Pat. Nos. 2,912,748 and Re. 29,608), 
indoprofen. carprofen. oxaprozin. pranoprofen. suprofen. miroprofen, tioxaprofen, alminoprofen, cicloprofen, 40 
tiaprofenic acid, furaprofen, butibufen, fenbufen, bucloxic acid and proteinic acid; and the fenamates - mefe- 
namic acid (U.S. Pat. No. 3.138,636), flufenamic acid, meclofenamate (U.S. Pat. No. 3,313,848), niflumic acid, 
tolfenamic acid, flunixin and clonixin. In adoption, compound related to the above drugs are included within this 
ANSAID definition, such as those families of compound disclosed in U.S. patents encompassing the specific 
drugs listed herein. The syntheses of the foregoing ANSAIDs are known and set forth in Chapter 4 of the 45 
Lombardino text cited above, and incorporated herein by reference. 

In addition, ANSAIDs include the pyrrolo-pyrrole carboxylic acid classes of drugs, disclosed in: U.S. Pat. 
No. 4.089.969 to Muchowski and Kluge. issued May 16. 1978 (i.e.. 5-aroyl-1^-dihydro-3H-pyrrolo[1^-aIpyrrole- 
1-carboxyfic acid derivatives), such as ketorolac (5-benzoyk..) and anirolac (S-g-anisoyk..); U.S. Pat. 
No. 4,097,579 to Muchowski and Kluge, issued June 27, 1978 (i.e., 5-(2-pyrroyi)-1 ,2-dihydro- 50 
3H-pyrrolol1 F 2a]pyiTole-1 -carboxylic acid derivatives); and (U.S. Pat. No. 4,087,539 to Muchowski and Kluge, 
issued May 2, 1978 (i.e., 5-<2-furoyl)-, 5-{2-thenoyl)-, 5-(3^furoyl)- and 5-(3-thenoyl)-1,2-dihydro- 
3H-pyrrolo[1 ,2a]pyn*ole-1 -carboxylic acid derivatives) . The foregoing patents are hereby fully incorporated into 
this specification by reference. 

Further, the term ANSAID as used herein includes the acetic acid, frfurac, having the chemical name, 55 
7-(4-methytthiobenzoyl)benzofuran-5-ylacetic acid. This compound is disclosed in EPO Application 
Publication No. 0 132 130. published January 22, 198B, said publication being fully incorporated into the instant 
specification by reference. 

Additionally, ANSAIDS include those compounds related to naproxen as well as naproxen (2-(6'-metrtoxy- 
2 , -naphthyl)propionic acid, that are disclosed in (U.S. Pat. No. 3,904.682 issued to Fried et al. on September 9, 60 
1975. (U.S. Pat. No. 3,904,682 is hereby fully incorporated into this specification by reference. 

"Alkyl" means a radical consisting of a straight or branched chain of carbon and hydrogen atoms. "Alkyl of 1 
to 6 carbon atoms having a -CH2- group directly connected to the nitrogen atom" includes methyl, ethyl, 
n-propyl, iso-propyl, n-butyl, iso-butyl, sec-butyl, n-pentyl, iso-pentyl, neo-pentyi, n-hexyl, isohexyl, and all 
isomers thereof lacking branching of the chain of the carbon atom directly attached to the ammonium 65 
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nitrogen; specifically excluded are tert-butyl (2,2-dirnethylethyl), tert-pentyl (2^-dimetnylpropyl). and 
tert-hexyl (2^-dimethylbutyl). "Lower alky!" and "altcyt of 1 to 4 carbon atoms" are synonymous as used herein, % 
and are coextensive with the definition of alkyi of 1 to 6 carbon atoms having a -CHg- group directly connected 
to the nitrogen atom, except that the number of carbon atoms is limited to four. 
5 "Halo" is iodo, bromo or chJonx 

A 'saturated heterocycGc ring" of 5 or 6 members referred to herein is a saturated radical of carbon and 
hydrogen atoms, together with the nitrogen atom of the quaternary ammonium compound of Formula I, 
arranged in a ring structure, such as piperidinyl or pyrrofidinyi. 

"Nonsteroidal anti-inflammatory drugs," or NSAIDs, Include an classes of antHnflammatory drugs that have 
10 anti-Inflammatory or analgesic activity, ie., activity in at least one accepted antfinflammatory or analgesic assay, 
such as the carrageenan paw assay, the phenylbenzoquinone writhing assay, or the adjuvant arthritis assay; 
and that are pubficly known, commercially available, and/or whose synthesis is known or apparent to one of 
ordinary skin in the art of organic chemistry. 

A "pharmaceutical ly acceptable anion" is an anion that is not biologically or otherwise undesirable, and that 
15 either results from the alleviation step of the process for making the compounds of Formula I, or can be 
interchanged with another anion (or series of anions) ultimately originating from such an alkytation step. 
Examples of such pharmaceutical^ acceptable anions are halo, tosytate, mesylate, phosphate, acetate or 
succinate. 

"Salicylates" are those drugs defined as such in the Lombardino text (cited above), i.e., acetylsalicylic acid, 
20 salsalate. diflunisal and fendosal. Non-salicylates are NSAIDs excluding these compounds. 

Within the broad scope of the invention, certain embodiments of the compounds of Formula I are specifically 
preferred. These embodiments are also preferred for the aspects of the invention relating to pharmacological 
compositions and methods of use. 
Thus, while any ANSAIO corresponding to RCOOH can provide the RC(O)- radical of the claims, the 
25 preferred compounds are indomethacin, sulindac, tolmetin, tifurac, zomepirac, diclofenac, fenctofenac, 
etodolac, ibuprofen, naproxen, ketoprofen, benoxaprofen, mefenamic acid, flufenamic acid, ketorolac and 
anirolac. Of these, more preferred are naproxen, ketorolac, anirolac, diclofenac, tifurac, ibuprofen, 
indomethacin. and sulindac. Of these, the most preferred are naproxen, ketorolac, anirolac, tifurac and 
indomethacin. 

30 Likewise, ther are certain preferred substituents for R 1 , R 2 and R 3 , whether for the broad invention or the 

more preferred aspects. Generally, these substituents are all preferably afkyl of 1 to 6 carbon atoms having a * % 
-CH2- group directly connected to the ammonium nitrogen ; more preferably, lower aflcyl (1 to 4 carbon atoms) ; 
and most preferably, methyl 

The pharmaceutical acceptable anion X is preferably halo, and most preferably chloro. However, in some ^ 
35 cases, iodide is currently preferred; for example, naproxen thiocholine iodide is currently a most preferred 
compound. 

The number of methylene groups is preferably 2 or 3, and most preferably 2. 
Finally. M is generally preferably S. 

Particularly preferred compounds are naproxen thiocholine chloride, naproxen thiocholine bromide and 
40 naproxen thiocholine iodide. 

Preferred utilities and modes of administration are discussed below. 

Utility 

The compounds of Formula I have a number of utilities. They can be used singly as therapeutic agents in the 
45 treatment of inflammatory diseases or inflammatory conditions of the muscular skeletal system, skeletal joints 
and other tissues, such as arthritis (rheumatoid arthritis, osteoarthritis, etc.), concussion, laceration, sports 
injuries bone fractures, post-traumatic conditions, gout, dysmenorrhea, migraine and multiple sclerosis. 
Alternatively or in addition, the compounds of Formula I can be used in conjunction with other NSAIDs or 
ANSAIDs. By combining a compound of Formula I with a therapeutically effective dose of an ANSAID or 
50 NSAID, the gastrointestinal irritation resulting from administration of the ANSAID or NSAID can be reduced. 
The compounds of Formula I are particularly suitable for use in arthritis therapy, either alone or in 
combination with another anti-inflammatory or analgesic compound. In the latter event it is particularly 
preferred that the compound of Formula I be co-administered with the corresponding ANSAID, i.e ( that the 
RC(0)-porn"on of the compound of Formula I be the same as that portion of the co-administered ANSAID. 

55 

Dosage and Administration 

Administration of the compounds of Formula I will either be by "solo-administration." i.e., administration of . 
said compounds as the sole anti-inflammatory or analgesic agent in the therapy; or will be by 
"co-administration." i.e., administration with another NSAID or with an ANSAID such that the compound of 
60 Formula I protects the gastrointestinal tract from the extent of erosion and/or ulceration that would otherwise 
occur. 

The compounds of this invention are administered to a mammal or human in need thereof in a therapeuticaDy 
effective dose. Such a dose is either: (1) in the case of solo-administration, an amount sufficient to treat or 
alleviate the symptoms of the disease state, i.e. of inflammatory conditions such as arthritis (rheumatoid 
65 arthritis, osteoarthritis, etc.). sports injuries, etc., or (2) in the case of co-administration, an amount sufficient 
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to inhibit the amount of gastrointestinal erosion and/or ulceration that would otherwise take place. 

The weight amount of active compound administered win of course, be dependent on the subject being 
treated, the nature and severity of the affliction, the molecular weight of the active ingredient, the manner of 
administration and the judgment of the preserving physician. However, an effective dosage for a human is 
generally, for either solo-administration or co-administration. In the range of about 0.001 to about 250 5 
mg/kg/day, preferably about 0.1 to about 150 mg/kg/day, and most preferably about 0.5 to about 50 
mg/kg/day. More precise dosages for a given set of circumstances will readily be ascertainable by one of 
ordinary skill in the art when taking into consideration generally prescribed dosage ranges for the particular 
parent AN5AID. Accordingly, these concentrations are provided only as a genera) guide and should not be 
construed as limiting the scope of the invention. In general, a suitable dose will be selected to provide a w 
therapeutically effective antiinflammatory dose without adverse effects on the mucosa of the gastrointestinal 
tract (bleeding, erosiorr, ulceration, perforation, etc.). 

Administration of the active compounds and salts described herein can be via any of the accepted modes of 
administration for agents which have the intended therapeutic use. These methods include oral, parenteral, 
topical, transdermal and otherwise systemic or aerosol forms. 75 

Depending on the intended mode of administration, the compositions used may be in the form of solid, 
semi-solid or liquid dosage forms, such as, for example, tablets, suppositories, pills, capsules, powders, 
liquids, suspensions, or the Gke, preferably in unit dosage forms suitable for singe administration of precise 
dosages. The compositions will include a conventional pharmaceutical carrier or excipient and an active 
compound of Formula I or the pharmaceutical^ acceptable salts thereof and, in addition, may include other 20 
medicinal agents, pharmaceutical agents, carriers, adjuvants, etc. 

For oral administration, a pharmaceutical^ acceptable non-toxic composition is formed by the incorporation 
of any of the normally employed excipients. such as. for example pharmaceutical grades of mannitol. lactose, 
starch, magnesium stearate, sodium saccharin, talcum, cellulose, glucose, sucrose, magnesium carbonate, 
and the like. Such compositions take the form of solutions, suspensions, tablets, pills, capsules, powders, 25 
sustained release formulations and the like. Such compositions may contain 1fJ0A>-95tyD active ingredient, 
preferably 25-7Wb. 

Parenteral administration is generally characterized by injection, either subcutaneousty, intramuscularly or 
intravenously. Injectables can be prepared in conventional forms, either as liquid solutions or suspensions, 
solid forms suitable for solution or suspension in liquid prior to injection, or as emulsions. Suitable excipients 30 
are, for example, water, saline, dextrose, glycerol, ethanol or the like. In addition, if desired, the pharmaceutical 
compositions to be administered may also contain minor amounts of non-toxic auxiliary substances such as 
wetting or emulsifying agents, pH buffering agents and the like, such as for example, sodium acetate, sorbitan 
monolaurate. triethanolamine oleate, etc. 

For systemic administration via suppository, traditional binders and carriers include, e.g. potyalkylene 35 
glycols or triglycerides. Such suppositories may be found from mixtures containing active ingredient in the 
range of O.50/0-IOO/0; preferably 1-2*Vb. 

PREPARATION AND EXAMPLES 

Compounds of the present invention can be made directly and most conveniently from the parent acidic 40 
nonsteroidal antiinflammatory agent (ANSAID). In summary, the AN SAID is activated at the carboxyl group of 
the acid functionality by a variety of reagents. The resulting activated ANSAID derivative is then condensed 
with an alcohol or alkyt thiol possessing an ©-dialkylamino functionality. The resulting alkyl(thlo) ester is then 
subjected to quatemization with an alkylating agent to afford the title compounds. 

Compounds of the present invention are prepared by the reaction sequence outlined in Reaction Scheme A. 45 
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REACTION SCHEME A 
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A Reaction Scheme A. the acidic nonsteroidal antiinflammatory drugs of the formula RCOOH (formula 1) are 
readily available from commercial sources, e.g., Sigma Chemical Corp., or are readily prepared by the methods 
described in the art generally, or are prepared by synthetic methods incorporated herein by reference 
(Lombardino, Chapter 4, cited above, and incorporated by reference herein specifically for methods of making 
the various ANSAIDS disclosed therein). The various ANSAlDs are converted to active acylating agents 
(formula 2) by any number of reagents, such as thionyl chloride, oxatyl chloride, 1 , V-carbonyldumkJazole, 
NX-dicyclohexylcarbocfiimide, or other commercially available acid activating reagents. The reagent of choice 
is Ll'-carbonyWumidazole. Generally, the reaction is carried out by addition of a mole equivalent or up to a 
25<Vo mole excess of the reagent with the ANSAID, in an aprotic solvent such as benzene, tetrahydrofuran, 
diethyl ether or dichloromethane, preferably tetrahydrofuran, at temperatures between 0°C and the reflux 
temperature of the solvent, but preferably at room temperature, for a period of 1 to 16 hours, but preferably 
for 4 hours. 

To the solution of active acylating agent (formula 2) is added a solution prepared from 1 to 1.5 mote 
equivalents of the desired alcohol or thiol (formula 3) which has been treated with from 0.1 to 1 .0 equivalents of 
an alkyl fithium reagent, such as n-butytlithium. When compounds of formula 3 are supplied as acid addition 
salts, such as the hydrochloride salt, an additional equivalent of the alkyi fithium base must be added to the 
preformed solution of formula 3 added to the solution of the active acylating agent (formula 2). The solvent for 
this mixture is preferably identical to that used to prepare the solution of the compound of formula 2. The 
resulting reaction mixture is stirred at temperatures between ambient and the reflux temperature of the 
solvent, but preferably at ambient temperature, for a period of 1 to 16 hours, preferably. 12 hours. The solvent is 
removed by evaporation, and the resulting residue is subjected to aqueous extraction to afford esters of the 
formula 4. 

The esters of formula 4 are dissolved in an aprotic solvent such as diethyl ether, tetrahydrofuran, ethyl 
acetate and the like, but preferably diethyl ether, and are treated with 1 to 3 equivalents of an alkylating agent of 
the formula R 3 X such as alkyl hafides, alkyl sulfonates, at temperatures from ambient to the reflux temperature 
of the solvent, but preferably at ambient temperature, or alternatively in a sealed pressure apparatus without 
solvent, for a period of 12 to 72 hours, preferably 24 hours. The desired compounds of Formula I are recovered 
from the reaction mixture by filtration, and may be further purified by recrystantzation from solvents such as 
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acetone, acetonitrile and the tike. 

The required alcohols or thiols of the formula 3 are available from chemical suppliers, e.g.. Aldrich Chemical 
Co. Compounds of formula 3 that are not readily commerciaily available may be made according to procedures 
described in the chemical literature by one skilled in the art. In particular, compounds of formula 3 where n = 2 
may be prepared by the reaction of a secondary amine R 1 R 2 NH with either ethylene oxide, as described in J. 5 
Am. Chcm. Soc , 66, 1640 (1944), or ethylene sulfide, as described in J. Am. Chem. Soc. , 69. 2672 (1947) and 
graphically depicted in Reaction Scheme B. In either case, the desired secondary amine is treated with an 
excess of the appropriate ethylene chalcogenkte, in polar solvents such as methanol, ethanol or 
N.N-dimethylformamide, methanol being preferred. Alternatively, especially in the case of ethylene sulfide, the 
reactants are combined neat, and heated in a pressure apparatus to temperatures from about 50 to about 10 
120° C, but preferably around 100° C, for about 2 to about 24 hours, preferably around 18 hours. Evaporation of 
the solvent, if used, followed by distillation and/or crystallization of the acid addition salt of the product affords 
the desired product of formula 3. 



REACTION SCHEME B 
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H0(CH 2 ) n Y ♦ R^^H ^ H0(CH 2 ) n NR X R 

Y - -halo 3 (M = 0) 
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R X R 2 NH ♦ /\ ^ HM^V-NR^ 2 

' 1 3 (n = 2, 

M = 0 or S) 

Compounds of formula 3 wt-ere M - O and n is greater than 2 but not available commercially may be prepared 25 
by reaction of commercial*/ available o>-haloalcohots with 1 to 3 equivalents of a secondary amine, by the 
method described m J Am Owrm Soc. , 66, 1640 (1944), graphically depicted in Reaction Scheme C. A 
mature of the nybakMlzahai and f*om 1 to 3 equivalents of the desired secondary amine is heated at 
temperatures from asout 50 to about 120°C, preferably around 100°C. in a sealed pressure apparatus if 
necessary, for a period of 2 hours to 72 hours, around 48 hours being preferred. The reaction is complete when 30 
the haloaicohol is consumed Fractionation of the reaction mixture by distillation, aqueous extraction or 
fractional crystallization of the acid addition salt of the product away from that of excess reactant allow 
isolation of the desired 3. 

REACTION SCHEME C 35 



40 



Compounds of formula 3 where M - S and n is greater than 2 may be prepared from the corresponding ^ 
compound where M «= 0 by conversion of the alcohol to the corresponding tosylate using tosyl chloride in 
about a 10% mole excess tn solvents such as tetrahydrofuran, chloroform or dichloromethane, with the last 
being preferred. After evaporation of the solvent, the resulting aHosyloxy amine hydrochloride (formula 5) is 
directly treated with from 1 to 3 molar equivalents of potassium ethyl xanthate in a dipolar aprotic solvent such 
as tetrahydrofuran or N.N-dimethytformamide, the latter being preferred, at temperatures from ambient to ^ 
60° C, room temperature being preferred. After removal of the solvent the resulting xanthate (formula 6) is 
hydrolysed using a strong base, such as ammonium hydroxide or sodium hydroxide, to afford the desired 
compound of formula 3 where M «= S, and recovered from the reaction mixture by conventional means, such 
as aqueous extraction, distillation, or conversion to an acid addition salt such as the hydrochloride. The 
process is graphically depicted in Reaction Scheme D. ^ 



60 



65 



BNSOCCID: <EP CC89262A2_L> 



0 289 262 



REACTION SCHEME D 




6 



20 HS(CH 2 ) n NR 1 R 2 
3 (M = S) 

25 

The following specific examples are intended to teach and illustrate various aspects of the invention. 
However, the claims, and all equivalents thereof, provide the metes and bounds of the scope of the invention. 

ALTERNATIVE SYNTHETIC ROUTES 
30 In addition to the Reaction Schemes set forth above, there are other methodologies that can be used to 
make the compounds of Formula I. For example: 

Alternative 1 : 

35 Quatemization of an o-haloalkyl ester of an ANSAID 

Alternatively, as shown in Scheme E, an ANSAID may be converted to its corresponding co-haloalkyl ester 
(formula A) by any number of methods, including but not limited to acid-catalysed esterification or 
condensation of the corresponding acid chloride with the alcohol of choice. The resulting co-haloalkyl ester of 
formula A is subsequently treated with an amine of the formula R 1 R 2 R 3 N to afford compounds of Formula I, 

40 where M = O. 



45 



50 



REACTION SCHEME E 



0 

RCOOH ♦ H0(CH 2 ) n X > rKoCCI^) X 

rWn a 



-> Formula I, M = 0 



For exemplification of this alternative, see Preparation 5 (for formula A) and Example 3 (for Formula I). 
Alternative 2 : 

SO Direct esrterification of an ANSAID with Choline or Thiochoiine 

Alternatively, an ANSAID or a derivative thereof can be directly esterified to form the desired end product of 
Formula I. The derivative can be acyl haJides, acidic anhydrides and the Eke. As outlined in Scheme F, an 
activated acytating agent derived from an ANSAID described above, preferably the acid chloride, is treated 
directly with a choline or thiochoiine halo salt, such as chloline chloride, thiochoiine chloride or the like, in the 

65 presence of an equivalent of tertiary amine base, in solvents such as tetrahydrofuran, acetonitrile or 
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dimethytformamide, at room temperature to 50*C. to directly afford compounds of Formula I with R 1 . R 2 and 
R 3 defined as above after evaporation of the solvent and recrystailization. 

REACTION SCHEME F 



II © base 
RCZ + HM(CH 2 ) 2 NMe, > Formula I 10 



Z = CI or as previously defined above 15 

For exemplification of this alternative, see Example 4 (for Formula I). 
Alternative 3 : 

A third alternative method for obtaining the compounds of Formula I is the acid-catalyzed transesterification 20 
of an ANSAID alkyl ester, e.g., methyl or ethyl, with a choline or thiocholine salt The acid anion is preferably the 
same as the anion of the salt used, i.e., HCI for the chloride salt. 

PREPARA TION 1 

" 25 

N. N-DIBENZYLETHANOLAM1NE AND RELATED COMPOUNDS OF FORMULA (3) BY REACTION SCHEME 
(B) 

A. Condensed ethylene oxide (7 ml, 125 mmol) was added to a mixture of dibenzytamine (19.2 ml, 100 
mmol) in methanol (20 ml) cooled to 0°C. After 2 hours at room temperature, the mixture was evaporated 
without heating above room temperature. The residue was distilled to afford the title compound, 30 
bp. 220-225° C/25 mm, which solidified on standing, mp 48° C. 

B. Similarly prepared by use of the appropriate secondary amines are the following N.N-disubstituted 
ethanotamines: 

2-(1-piperidinyl)ethanol; 

2-(1-pyrrolidinyi)ethanol; 35 

2-(4-morpholinyl)ethanol; 

N.N-di-n-butylethanolamine; 

N,N-diphenyiethanolamine; 

N,N-dimethytethanolamine ; 

N,N-diethylethanolamine; 40 
N,N-di-n-propyiethanolamine ; 
N-methyl-N-benzytethanolamine : 
N-phenyl-N-benzylethanoIamine ; 
N-ethyl-N-butylethanolamine; and 

N-pbenyl-N-ethylethanolarnine. 45 
PREPARATION 2 



50 



2-(t-PIPERIDINYL)ETHANETHI0L AND RELATED COMPOUNDS OF FORMULA (3) BY REACTION SCHEME 
(B) 

A. A mixture of ethylene sulfide ( 15 ml, 250 mmol) and piperidine (25 ml, 250 mmol) was heated at 100°C 
in a sealed pressure tube for 18 hours. After cooling, the mixture was distilled to afford the title 
compound, bp. 55-58° C/4 mm. 

B. Similarly prepared by use of the appropriate secondary amines are the following N.N-disubstituted 
aminoethanethiols: 55 
2-(1-pyrrolidinyl)ethanethioI; 

2-(4-morpholinyl)ethanethtol ; 
N ,N^i-n-butytarrunoethanethiol ; 
N.N-dibenzylaminoethanethiol ; 

N,N-diphenylaminoethanethiol; 60 

N,N-dimethyiaminoethanethiol; 

N.N-diethyfaminoethanethiol ; 

N.N-di-n-propytaminoethanethiol ; 

N.N-di-n-butylaminoethanethiol ; 

N-methyi-N-benzytemtnoethanethiol; 65 
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N-phenyt-N-benzy laminoetrtanethiol ; 
N-ethyl-n-butylaminoethanethiol ; and 
N-pheny!-f4-ethyIaminoethanelhioL 

5 PREPARATION 3 

4-(N,N-DlPROPYLAMINO)BUTANOL AND RELATED COMPOUNDS OF FORMULA (3) BY REACTION 
SCHEME (C) ; 

A. A mixture of 4-crtloro-1 -butanol (20 ml, 200 mmol) and dipropytamine (68 ml, 500 mmol) was heated 
10 to 100° C under a blanket of nitrogen for 48 hours. Fractional distillation afforded the title compound as a 

colorless liquid, bp 1 00° C/ 16mm. 

B. Similarly prepared by use of the appropriate secondary amines and the appropriate o-hatoalcohois 
are the following N.N-disubstituted aminoalcohols: 

4~(4-morpholiny1)butanol ; 
IS 4-(1-piperidiny1)butanol; 

4-{1-pyrrolidinyl)butanol ; 

4-(N l N^iphenylamirto)butanol; 

4-(N ,N-dimethylamino)butanol ; 

4-(N,N-diethylamino)butanol ; 
20 4-(N,N-dHsopropylamino)butanol; 

4-(N,N-di-n-butylamino)butanol ; 

4-(N-methyl-N-benzyIamino)butanoI; 

4-(N-phenyl-N-ben2ylamino)butanol; 

4- (N-ethyl-N-butylamino)butanol; 
25 4-(N-phenyl-N-€thylamino)butanoI ; 

3-{4^orpholinyt)propanol; 

3-(1 -piperidinyl) propanol ; 

3-(1 -pyrrolidinyl j propanol ; 

3-(N,N-<fi-isopropyiamino)propanol; 
30 3-(N,N^pheriyiamino)propanol; 

3-(N,N-dimethylamino) propanol ; 

3-(N,N-diethytamino) propanol; 

3-(N,N-di-n-propylamino) propanol ; 

3-{N,N-di-n-buty!amino)propanol; 
35 3-(N-methyl-N-benzylamino) propanol ; 

3-(Ni?henyl-N-benzytemino)propanoI; 

3^N-ethyl-N-butytamino)propanol ; 

3-(N-phenyl-N-ethylamino)propanoI; 

3-( N t N-diphenylamino)propanol ; 
40 3-(N,N-dimethylamino)propanol; 

3-(N ,N-diethylamino) propanol ; 

3-(N,l^i-n-propylamino)propanol; 

3-(N,N-di-n-buty!amino)propanol; 

3-(N-methyl-N-ben2ylamino)propanol; 
45 3-(N-phenyI-N-benzylamino)propanol ; 

3-(N-ethyl-N-butylarnino)propanol; 

3-(N-phenyl-N-ethylamino)propanol; 

5- {4~morpholinyl) pentanol ; 
5-( 1 -piperidinyl) pentanol ; 

50 5-( 1 -pyrrolidinyljpentanol ; 

5-(N,N-dHsopropylamino) pentanol ; 

5^N,N-diphenyfamino) pentanol ; 

5-(N,N-dimethylamino) pentanol ; 

5-< N ,N-diethylamino) pentanol ; 
55 5^N t N-di-n-propylamino)pentanol; 

5-(N t N-dhn-butyiamino)pentanol; 

5-(N-methyl-N-benzylamino) pentanol ; 

5-(N-phenyl*ISHt)en2ylamino) pentanol; 

5- (N-ethyl-N-butylamino)pentanol; 
60 5-(N-phenyl-N-ethylamffio) pentanol; 

6- (4-morpho1inyl)hexanol ; 
6-(1 -ptperidinyl)hexanol ; 
6-(1-pyrrolidinyl)hexanol; 

6-( N ,N -di-isopropylam ino) hexanol ; 
65 6-(N,N-diphenylamino)hexanol; 
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6-(N.N-dimethylamino)hexanol; 
6-(N,N-diethy1amino)hexanol; 
6-(N .N-di-n-propylamino) hexanol ; 
6-(N,N-di-rhbutylamtno)hexanol; 

6-(N-methyl-N4>enzylamim>)hexanol; 5 

&-(N-phenyl-N-benzytamino)hexanol; 

6-(N-ethyl-N-butylamino) hexanol; and 

(HN-phenyl-N-ethylamino)hexanoL 

PREPARATION 4 w 

4- (N,N-OIETHYLAMINO) BUTANETHIOL AND RELATED COMPOUNDS OF FORMULA (3) BY REACTION 
SCHEME (C) 

A. A chilled dichloromethane solution of 4-(diethy1arnino)butanol, bp 86-87° C/25 mm {29 g. 200 mmol) 
prepared as in Preparation 3, was treated portionwise with p-toiuenesutfonyl chloride (42 g, 220 mmol) at 75 
a rate such that the temperature never exceeded 20° C. After stirring 1 hour at room temperature, the 
solvent was removed by evaporation, and the residue was dissolved in N t N-dimethytformamide (100 ml). 

To this solution was added potassium ethyl xanthate (80 g, 500 mmol) in small portions. After stirring 
overnight at 60° C, the reaction mixture was partitioned between diethyl ether and water (200 ml each). 
The organic layer was washed with water (3 x 100 ml) and with brine (2 x 100 ml), and was then dried 20 
over sodium sulfate, filtered and evaporated. The residue was treated with 10% aqueous sodium 
hydroxide overnight, and the resulting solution was extracted with ether (4 x 100 ml). The organic extract 
was dried as above, filtered and evaporated. Fractional distillation afforded the title compound, 
bp. 95° C/ 15 mm. 

B. Similarly prepared from the (D-disubstituted aminoalcohols of Preparation 3 are the following thiols : 25 
4-(4-morpholinyl)butanethio! ; 

4-( 1 -piperialnyO butanethiol ; 
4-(1 -pyrrolidinyl) butanethlol ; 
4-{N t N-diphenylamino)butanethiol; 

4-(N»N-dimethylamino)butanethiol; 30 

4-(N,N-dHSopropylamino)butanethiol ; 

4-(Njsi-di-n-propylamino)butanethiol; 

4-(N,N-di-n-butylamino) butanethiol ; 

4-{N-fnethyt-N-ben2yIamino)butanethiol; 

4-(N-phenyl-N-ben2yIamino)butanethiol; 35 
4-(N-ethyl-N-butytamino)butanethiol; 

4- (N-pheny|-N-ethylamino)butanethiol ; 
3-<4-morpholinyl)propanethiol; 

3-( 1 -piperidinyl)propanethiol ; 

3-(1 -pyrrolidinyl) propanethiol; 40 

3-( N,N-di-isopropylamino) propanethiol ; 

3-(N,N-diphenylamino)propanethiol ; 

3-{N,N-dimethy1amino)propaneth»ol; 

3-{ N.N-dietbylamino) propanethiol ; 

3-(N,N-di-rvpropytamino)propanethiol; 45 
3-( N ,N-di-n-butylamino) propanethiol ; 
3-(N-methyI-N-benzyIamino)propanethiol ; 
3-(N-phenyl-N-benzylamino)propanethiol ; 
3-(N-ethyl-N-butylamino) propanethiol; 

3-(N-pheny1-N-ethylamino) propanethiol; so 

3-(N,N-dipheny1amino)propanethiol ; 

3-(N,N-dimethylamino)propanethiol ; 

3-(N,N-diethylamino)propanethio) ; 

3-(N.N-di-n-propylamino)propanethiol; 

3-{N t N-di-i>butyiamtno) propanethiol; 55 

3-(N-methyl-N-ben2ylamino)propanethiol ; 

3-(N^hen^-N-benzylamino)propanethiol; 

3-(N-€thyl-N-t)utylamino)propanethiol; 

3-(N-phenyi-N-ethylamino)propanethiol ; 

5- (4-morpholiny1)pentanethiol; 60 
5-(1-piperidinyl)pentanethiol; 

5-( 1 -pyrrolidinyl) pentanethiol ; 
5-(N,N-di-isopropylamino)pentanethiol; 
5-(N,N-diphenylamino)pentane thiol; 

5-(N.N-dimethylamino)pentanethiol; S3 
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5-(N,N-diethylamHK>)pentanethiol; 
5-(N.N-GVn-propylarnino)pentanethJol; 
5-(N,t4-di-n-butylamino) pentanethiol ; 
5-(N-methyl-N-benzylanuno) pentanethiol ; 
5 5-{N-phenyl-N-benzyiamino)pentanethioJ; 
5-(N-ethyt-N-butylaniino)pentanethioI; 

5- {N-phenyt^J-ethytamino) pentanethiol ; 

6- {4-morp»x>{jny!)hexanethio! ; 
6-( 1 -piperidinyl)hexanethiol ; 

10 6-( 1 -pyrrolidinyljhexanethiol ; 

6-(N,N-dHsopropylamino)hexanethiol; 

6^(N,N-diphenylamino)hex3nethiol; 

6-(N,l^imethytamino) hexanethiol ; 

6-( N.N-diethylamino) hexanethiol; 
1S 6-{N^Wi-rv^opyIamino)hexanethiol; 

6-(N,N-di-n-butylamino)hexanethiol; 

6-(N^ethyWvl-benzyiamino)hexanethiol ; 

6-(Ni>henyl-N-benzvianiino)hexanethiol ; 

6-(N-ethyl-N-butyiamino)hexanethiol; and 
20 6- (N-pbenyJ-N-ethylamino) hexanethiol. 

PREPARATION 5 

NAPROXEN 2-BROMOETHYL ESTER BY REACTION SCHEME E 
25 A mixture of naproxen (1 1 .5 g, 50 mmoi), 2-bromoethanol (4.25 ml, 60 mmol) and p-toluenesulfonic acid (0.5 

g) in toluene (100 ml) was heated to reflux overnight, with removal of water via a Dean-Stark apparatus. The 

mixture was cooled, washed with half-saturated aqueous sodium bicarbonate twice, and with brine twice. The 

organic extract was dried over sodium sulfate, filtered and evaporated to afford the title compound as an oD. 
Similarly prepared by substitution of 2-chloroethanol, 2-iodoethanol, 3-bromopropanoI and 4-bromobutanol, 
30 respectively are: 

naproxen 2-chloroethyl ester; 

naproxen 2-iodoethyl ester; 

naproxen 3-bromopropyl ester; and 

naproxen 4-bromobutyl ester. 
35 Other o-hatoalcohols can be used in this preparation to make analogous compounds. 
Similarly prepared by substitution of the corresponding AKSAID are: 

ketorolac 2-bromoethyI ester; 

ketorolac 2-chloroethyl ester; 

ketorolac 2-iodoethyl ester; 
40 indomethacin 3-bromopropyl ester; 

sulindac 4-bromobutyl ester. 

Other co-haloalcohols can be used in this preparation to make analogous compounds. 
EXAMPLE 1 

45 

NAPROXEN CHOLINE ESTER IODIDE AND RELATED ESTERS OF FORMULA I 

A.0. A solution of naproxen (11.51 g, 50 mmol) in dry tetrahydrofuran (100 ml) was treated with solid 
1,V-carbonytdiimidazole (9.3g) t and was stirred 1 hour at room temperature. To this solution was added a 
tetrahydrofuran solution prepared from 2-dimethylaminoethanol [7£ ml) and n-butyllithium (5 ml of 1.6 M 

SO solution in hexane), and the resulting mixture was stirred at room temperature overnight. The solvent was 
removed by evaporation, and the residue was dissolved in diethyl ether and washed with water and brine. The 
organic extract was dried over sodium sulfate, and evaporated to afford an oil. The oily ester was dissolved In 
fresh diethyl ether and was treated with methyl iodide (9 ml). After stirring at ambient temperature overnight, 
the resulting precipitate was collected by filtration, washed with additional diethyl ether and dried In vacuo to 

55 afford naproxen choline ester iodide (185 g. 41.7 mmol, 83%) as a white crystalline soDd, mp 194-195° C. 
A.1. Similarly, by substituting ketorolac, indomethacin, sufindac, ibuprofen, zomepirac, flufenamic acid and 
ketoprofen. respectively, for naproxen, in the above example A.0, the following compounds of Formula I were 
prepared: 

ketorolac choline ester iodide, mp. 80-82° C; 
60 indomethacin choline ester iodide, mp. 209-21 0°C; 

sulindac choline ester iodide, mp. 209-210° C; 

ibuprofen choline ester iodide, mp. 1 27-1 28° C; 

zomepirac choline ester iodide, mp. 170-172° C; 

flufenamic acid choline ester iodide, mp. 138-1 39° C; 
65 ketoprofen choline ester kxfide, mp. 60-62°C; 
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mefenamic acid choline ester iodide, mp. 181 -183° C; 
and 

etodolac choline ester iodide, mp. 1 04-106° C. 

A. 2. Similarly, by substituting benoxaprofen, etodolac. totmetin, tifurac, diclofenac, anirolac, fenctofenac, 

and mefenamic acid, respectively, for naproxen, in the above example A O, the following compounds of 5 

Formula I are prepared: 

benoxaprofen choline ester iodide; 

etodolac choline ester iodide, mp. 104-106° C; 

tolmetin choline ester iodide; 

tifurac choline ester iodide; 10 
diclofenac choline ester iodide; 
anirolac choline ester Iodide; and 
fenclofenac choline ester iodide. 

B. I. Similarly, by optionally substituting other ANSAIOs (e.g., benoxaprofen, etodolac, tolmetin, etc. 
respectively - see A.1 and A.2 above) for naproxen and substituting other alkylating agents R 3 X for methyl 15 
iodide in the above example A.0, the following compounds of Formula I are prepared: 

benoxaprofen choline ester chloride; 
etodolac choline ester chloride; 
tolmetin choline ester chloride; 

tifurac choline ester chloride; 20 
indomethacin choline ester chloride; 
sulindac choline ester chloride; 
zomepirac choline ester chloride: 
diclofenac choline ester chloride; 

fenclofenac choline ester chloride; 25 
ibuprofen choline ester chloride; 
naproxen choline ester chloride; 
ketoprofen choline ester chloride; 
mefenamic acid choline ester chloride; 

flufenamic acid choline ester chloride; 30 
diclofenac acid choline ester chloride; 
ketorolac choline ester chloride; 
anirolac choline ester chloride; 
benoxaprofen choline ester bromide; 

etodolac choline ester bromide; 35 
tolmetin choline ester bromide; 
tifurac choline ester bromide; 
indomethacin choline ester bromide; 
sulindac choline ester bromide; 

zomepirac choline ester bromide; 40 
diclofenac choline ester bromide; 
fenclofenac choline ester bromide; 
ibuprofen choline ester bromide; 
naproxen choline ester bromide; 

ketoprofen choline ester bromide; 45 
mefenamic acid choline ester bromide; 
flufenamic acid choline ester bromide; 
diclofenac acid choline ester bromide; 
ketorolac choline ester bromide; and 

anirolac choline ester bromide. 50 

B.2.a. Similarly, by substituting other o-dialkylamino alcohols of formula (3) listed in (i) Preparation 1.B and 
(ii) Preparation 3.B above, for 2-dimethylammoethanol, the following corresponding compounds of Formula I 
were prepared in accordance with the procedure described in this Example 1 , section A.0, above: 

(i) From the co-dialkylamino alcohols of formula (3) listed in Preparation 1.B: 

naproxen 2-(1-piperidinyl-N-methylammonium)ethyl ester iodide, mp. 1 14-1 15° C; 55 
naproxen 2-(1^yn"oBdinyl-NHTietriylanTnK)nium)ethyl ester iodide, mp. 115-1 16° C; 
naproxen 2-(4-morpholinyl-N-methylammonium)ethyl ester iodide, mp. 144-146° C; and 
naproxen 2-(N.N-dibutyl-N-methylammonium)ethyl ester iodide, mp. 74-76° C. 

(ii) From the co-diaikyiamino alcohols of formula (3) listed in Preparation 3.B: 

naproxen 3-(N.N,N-trimethylammonium) propyl ester iodide, mp. 222-224° C; 60 
naproxen 4-(N.N.N-trimethytammonium)butyl ester iodide, mp. 139-1 40° C; 
naproxen 5-(N,N.N-trimethylammonium)pentyl ester idodtde, mp. 1 05-1 06° C; and 
naproxen 6-(N,N,N-trimethytammonium)hexyl ester iodide, mp. 79-81 °C. 
B.2.b. Similarly, by substituting other co-dialkylamino alcohols of formula (3) listed in (i) Preparation 1 A and 
B and (ii) Preparation 3.B above, for 2-dimethytaminoethanol, the following corresponding compounds of 65 
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Formula I are prepared in accordance with the procedure described in this Example 1 , section A.0, above: 

(i) From the co-dialkytamino alcohols ot formula (3) listed in Preparation 1 -A and B : 
naproxen 2-(N,N-dibenzy l-N-methytammonium)ethyi ester iodide ; 

naproxen 2-(N,N-diphenyi-N-methyiammonium)ethyl ester iodide; 
naproxen 2-(N,N^iethyt-N-n^thylammoraurn)ethyI ester iodide; 
naproxen 2-(N,N^iHi^ropyl^^ethyl^^ ester iodide ; 

naproxen 2-(N^Wi-n4)u1yW^^ethylammoruu^ ester iodide; 
naproxen 2-(N.NH^ethyl^-bereylarmrionium)etrTyi ester iodide; 
naproxen 2-(Ni5henyl^-benzyi-N-methylanTmonjum)e^ ester iodide; 
naproxen 2-(N^emyl4^thyt-N^utylanirrK>njum)ethyi ester iodide; and 
naproxen 2-(NHTietnyi-N^thyt-N-phenyl^ ester iodide. 

(ii) From the oxfialkytamino alcohols of formula (3) fisted in Preparation 3B : 
naproxen 4-(4^c«phcdinyl^methylammoruum)buty1 ester iodide; 
naproxen 4-0-p^P^d^^^^emytamrnonium)buty! ester iodide; 
naproxen 4-{ 1 -pyn"oDdinyl-N-methylarnmoniurn) butyl ester iodide; 
naproxen 4-(N,N^phen^N-methytammonhim)butyl ester iodide; 
naproxen 4-{N t r^iethy^N^ethylamrnonium)buty1 ester rodide ; 

naproxen 4-(N,N-dHsopropyH4^etrtylam ester iodide; 

naproxen 4-(N,N^HV*utyI-N^ethylammonium)butyl ester iodide; 

naproxen 4-(N,N-dimethyi-N-benzytemmonium)butyl ester iodide; 

naproxen 4-(N-phenyi-N-benzyl-N-methylammonium)butyI ester iodide; 

naproxen 4-(N-methyl-N-ethyl-N-butylammonium)butyl ester iodide; 

naproxen 4-(N-rr«thyl-N^thyI-N-phenylammonium)butyi ester iodide; 

naproxen 3-(4-rnoiphoUnyl-N-rnethylammonium)pror^ ester iodide ; 

naproxen 3-(1-pir^eridinyl^-methylamrnonium)propyl ester iodide ; 

naproxen 3-(1-pyrro!icBnyl^methylammonhjrn) propyl ester iodide; 

naproxen 3-(N,N*diphenyl-N^ethylamrrK>nium) propyl ester iodide; 

naproxen 3-(N,N^iethyJ^^ethyiammonium)propyl ester iodide ; 

naproxen 3-( N.N^HSopropyl-NHT^trivlanrimonium) propyl ester iodide; 

naproxen 3^N,NKTK>^utyi^Hnethyla^^ ester iodide ; 

naproxen 3-(NJ4Hfrmethyl-N^n ester iodide ; 

naproxen 3-(N^henyl-N^nzyl-N-methylarnmonium)propyl ester iodide; 

naproxen 3-(N-meth^N^thyl^4)utylamrnoniurn)propyl ester iodide; 

naproxen 3-(N^ethy!^^th^^^henyiamrr^ ester iodide; 

naproxen 5-(4-rnorpholinyl-N-rnethyiarnmonium) pentyl ester iodide ; 

naproxen 5-{1 -pirjeridinyi-N^emylamnrroniumlpentyl ester iodide ; 

naproxen 5-{t-pyrrofidinyl-N-methylammonium) pentyl ester iodide; 

naproxen 5-(N,N,r4-trirnethylarnmoruum)r^myl ester iodide, mp. 105-106°C; 

naproxen 5-{N,N^phenyl^-rnethylammonium)pentyl ester iodide; 

naproxen 5^(N,N^ethyl4^Hmethylammonium)pentyl ester iodide; 

naproxen 5-(N,N^-isopropyl-N^ethylammon*aim)pentyl ester iodide; 

naproxen 5^N,NHj5-n^utyl^-methyiaWnonium)pentyl ester iodide ; 

naproxen 5-(N,N-c^etr^l~N-benzylammonjurn)pentyl ester iodide; 

naproxen 6-(N^heriyW^-bereyl44^etriylarrmio ester iodide; 

naproxen 5^(NH7ieth^^ethyM^^ ester iodide; 

naproxen 5^Nnnethyl-N^thyl-N^henylammonhim) pentyl ester iodide; 

naproxen 6-(4HTK>rprK>linyl-N-methylammoriiurn) hexyl ester Iodide ; 

naproxen 6-(1-pipericfinyl-N-methyla^ ester iodide; 

naproxen 6-( 1 -pyrrcHidinyl-N-methylammonium) hexyl ester iodide ; 

naproxen 6^N,NHdiphenyH^-methylarnmoniurn) hexyl ester iodide ; 

naproxen 6-(N,N-<iiethyl*N-metrrytammonium)hexyl ester iodide; 

naproxen 6-(N,NM'hisorxopyl-N-methylaTTUTK)rdum)hexy| ester iodide ; 

naproxen 6-(N,NWi^butyi-N-nr>ethytarnmoniurn)hexyl ester iodide; 

naproxen 6-(N,ls^<fimethy1-N4wnzylammoniurn)hexyl ester iodide; 

naproxen 6^(N-phenyl-N^eri2yl-NHnethylajnrnonium)hexyl ester iodide ; 

naproxen 6^N^ethyi-N^thyl-N-butylammoniurn)hexyi ester iodide; 

naproxen 6-( N-rnethyl-r^-ethyl-N-ph enylammonrum) hexyl ester iodide. 
B.3.a. Similarly, by substituting 2-diethylaminoethanol for 2^imethylarninoethanol and ethyl iodide for 
methyl iodide, the following compound of Formula I was prepared in accordance with the procedure described 
in this Example 1, section A.0, above: 

naproxen 2-( N ,N ,N-triethylammoniunn)ethyi ester iodide, mp. 54-56° C. 

B3.b. Similarly, by optionally substituting other co-diaJkylamino alcohols for 2-dimethylaminoethanol of 
formula (3) listed in (i) Preparation 1 and (ii) Preparation 3 above, for 2Ki^ethylaminoethanoI, and other 
alkylating agents R 3 X for methyl iodide, the following corresponding compounds of Formula I are prepared in 
accordance with the procedure described in this Example 1 , section A.0, above: 
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(i) From the a>-dialkylamirto alcohols of formula (3) listed in Preparation 1 : 
naproxen 3-(N,N,N-triethylammonium)ethyl ester chloride; 

naproxen 2-(1-piperidinyl^-methylarhmoritum)ethyl ester chloride; 
naproxen 2-(l-pyrrolidinyl-N-methylammonium)ethyl ester chloride; 
naproxen 2-(4-morphcHinyl-N-rnethylamrnonium)ethyl ester chloride: 
naproxen 2-(N.N-dibutyl-N-methylammonium)ethyl ester chloride; 
naproxen 2-(N.N-diben^-N-methylarnrnonium)ethyl ester chloride; 
naproxen 2-(N,N-diphenyf-N-methyiammonium)ethyl ester chloride; 
naproxen 2-(N,N-diethyl-N-metrrylamrnonIum)ethyl ester chloride; 
naproxen 2-(N,N^i-r»^opyl-N^ethylamrnoniuni)ethyI ester chloride; 
naproxen 2-(N,N-di-n-butyl-N-rnethylammonium)ethyl ester chloride; 
naproxen 2-(N,N-dimethyi-N-ben2ylammonium)ethyl ester chloride; 
naproxen 2-(N-phenyW-benzyl-N-methyIammoniuni)ethyl ester chloride; 
naproxen 2-(N-methyl-N^thyl4^butylarnrnoniurn)ethyl ester chloride; 
naproxen 2-(N^ethyl-N-ethy1-N-phenylainrnoniurn)ethyl ester chloride; 
naproxen 2-(N,N,N-trimethytammonium) ethyl ester bromide; 
naproxen 2-(1-pipericUnyl^HTiethylarnrnoniurn)ethyl ester bromide; 
naproxen 2-(l-pyrrolidinyI-N-methylamnnonium)ethyl ester bromide; 
naproxen 2-(4-morpholinyl-N-methylammonfum)ethyi ester bromide ; 
naproxen 2-(N,N-dibutyl-N-methylammontum)ethyl ester bromide; 
naproxen 2-(N.N-dibenzyl-N-methylammonium)ethyI ester bromide: 
naproxen 2-(N,N-diphenyl-N-methylammonium)ethyl ester bromide; 
naproxen 2-(N,N-diethyl-N-rnethylammonium)ethyl ester bromide; 
naproxen 2-(N,N-di-n-propyl-N-methylammonium)ethyl ester bromide; 
naproxen 2-(N,N-di-n-butyl-N-methylammonium)ethyl ester bromide; 
naproxen 2-(N.N-dimethyl-N-benzylammoniurn)ethyi ester bromide; 
naproxen 2-(N-phenyl-N-ben2yi-N-methyteimmonium)ethyl ester bromide; 
naproxen 2-(N-methyl-N-ethyl-N-b<Jtylammonium)ethyl ester bromide; and 
naproxen 2-(N-methyl-N-ethyl-N-phenylammonium)ethyl ester bromide. 

(ii) From the a>-diaIkylamino alcohols of formula (3) listed in Preparation 3: 
naproxen 3-(N,N,N-trimethylammonium) propyl ester chloride; 
naproxen 4-{N.N,N-trimethytammonium) butyl ester chloride; 

naproxen 6-(N.N,N-trimethylammonium)hexyl ester chloride; 
naproxen 4-(4-morpholinyl-N-methylammonium) butyl ester chloride; 
naproxen 4-(1-piperidinyl-N-methylammonium) butyl ester chloride; 
naproxen 4-(1-pyrrolidtnyl-N-methylammonium)butyl ester chloride; 
naproxen 4-(N,N-diphenyl-N-methylammonium)butyl ester chloride; 
naproxen 4-(N,N-diethyl-N-methy!ammonium)butyl ester chloride; 
naproxen 4-(N.N-di-isopropyi-N-methylammonium) butyl ester chloride; 
naproxen 4-(N.N^i-n-butyl-N-rnethylammonium)butyl ester chloride; 
naproxen 4-(N,N-dimethyl-N-beozylammonium)butyl ester chloride; 
naproxen 4-(N-phenyt-N-benzyl-N-methylammonium)bu1yl ester chloride; 
naproxen 4-{N-methyl-N-ethyl-N-butylammonium) butyl ester chloride; 
naproxen 4-(N^ethyJ-N^thyl^pheny1ammonium)butyl ester chloride; 
naproxen 3-(4-morpholinyl-N-rnethylammonium)propyl ester chloride; 
naproxen 3-(1-piperidinyl-N-methylammonium)propyl ester chloride; 
naproxen 3-(1-pyrTolidinyl*N-methylammonium)propyI ester chloride ; 
naproxen 3-(N t N-dipheny1-N-methylammonium)propyl ester chloride; 
naproxen 3-{N t N-diethy(-N-methylammonium) propyl ester chloride; 
naproxen 3-(N f N-di-isopropyl-N-methylammonium)propyl ester chloride; 
naproxen 3-(N,N-di-n-butyl-N-methylammonium)propyl ester chloride; 
naproxen 3-(N.N-dimethyl-N-ben2yiajnmonium)propyI ester chloride; 
naproxen 3-(N-phenyl-N-benzyl-N-methylammonium)propyl ester chloride; 
naproxen 3-(N-methyl-N-ethyl-N-butylammonium) propyl ester chloride; 
naproxen 3-(N-methyl-N-ethyl-N-phenylammonium) propyl ester chloride; 
naproxen 5-(4-morpholinyl-N-methylammonrum)pentyl ester chloride; 
naproxen 5-(1-piperidinyl-N-methylammonium)pentyl ester chloride; 
naproxen 5-(1-pyrrolidinyl-N-methylammontum)pentyl ester chloride; 
naproxen 5-(N,N.N-trimethytammonium)pentyi ester chloride; 
naproxen 5-(N,N-diphenyl-N-methylammonium)pentyl ester chloride; 
naproxen 5-(N,NKjiethyl-N-rnethylammonium)pentyl ester chloride; 
naproxen 5-(N,N-di-isopropyt-N-methylammonium)pentyl ester chloride; 
naproxen 5-(N,N-di-n-butyl-N-methylammonium)pentyl ester chloride; 
naproxen 5-(N.N-dimethyl-N-benzybmmonium)pentyl ester chloride; 
naproxen 5-(N-phenyl-N-benzyl-N-methylammonium)pentyl ester chloride; 
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naproxen 5-(NnriethyHsl-ethyt-N^utylammonium)pentyl ester chloride; 

naproxen 5-{hfHTiethyf-N^thyl-N^henylarnmonium)pentyl ester chloride; 

naproxen 6-{4-morpho!inyl-N-methylammoruum) hexyi ester chloride; 

naproxen 6-(1 ^iperidinyi44^ethyIamnionium)hexy1 ester chloride; 
5 • naproxen 6-(1-pyrroiidmy^N^ethyiam ester chloride; 

naproxen S^N.hWipheny»-N-methyiammonium)hexyl ester chloride; 

naproxen ^(N t hMiethyt^Hnethy!amrnoniunri)hexyl ester chloride ; 

naproxen 6-(N,N^4sopropyl-N-methylamnK)ruum)hexyl ester chloride; 

naproxen &-(N.N<rh^Jutyl44-rnethylajm ester chloride ; 

10 naproxen ^(N.N^lmethyl-N-benzytarnrnoniumJhexyl ester chloride; 

naproxen 6-(N^enyl-N4>eri2yHJ^etriyIammonnirn)hexyl ester chloride; 

naproxen 6-(NHnrietr^N^thyl-N^utylammonHim)hexyl ester chloride; 

naproxen 6-(N^ethyl-N^thy1-N-phenylammonkjni) hexyi ester chloride; 

naproxen 3-(N.N >l4rirnethyternmoniurn)propyl ester bromide; 
15 naproxen 4-(N.N i N4rimemylammofTium) butyl ester bromide ; 

naproxen 6-(N.N jsl-trimethylammoniurn)hexyl ester bromide; 

naproxen 4-(4^oiprK)UnyM^-nriethytammonium)buty1 ester bromide; 

naproxen 4-(1-piperidInyl-N-methylamrnonium)butyl ester bromide; 

naproxen 4-(1-pyrrolidinyi-N^ethylamnrKwiium)butyl ester bromide; 
20 naproxen 4-(N,N-diphenyl4sl-methylammonium)butyl ester bromide; 

naproxen 4-(N,N-diethyl-N-methylammonium)butyl ester bromide; 

naproxen 4-(N t N-dHSopropyl-N-methylammonium)buty1 ester bromide; 

naproxen 4-(N,N^i^-butyl-N-methylarnmonium)butyl ester bromide; 

naproxen 4-(N,NHjimethyl^^enzyianTnrK>nium)butyt ester bromide; 
25 naproxen 4-{N^henyl-N^n2yl4sl-methytarnmon}um)buty1 ester bromide; 

naproxen 4-(N-methyl-N-ethyl-N-biJtylarnmonium)butyt ester bromide; 

naproxen 4-(N-memyl-N^myl-N^heriylammonium)butyl ester bromide; 

naproxen 3-{4-morphoIinyt-N-methylammonium)propyl ester bromide; 

naproxen 3-(1-piperidinyl44-methyiamrnoniurn) propyl ester bromide; 
30 naproxen 3-(1^yirolidir^l-N-methylammonium)propyl ester bromide; 

naproxen 3-(N,N-diphenyI-N-methytammon'mm)propy) ester bromide ; 

naproxen 3-(N^diethyl-N-fnethyIammorihjm)propyl ester bromide; 

naproxen 3-(N t NKliHsopropyl-N<nethylammonlum)propyl ester bromide; 

naproxen S-CN.NKtiH^utyl-NHTietriylammoniumJpropyt ester bromide ; 
35 naproxen 3-(N,N^tmethyt-N4>enzytamrnonjum)propyl ester bromide ; 

naproxen 3~(N^henyHsi-^n2yl^^emylammciiiijm)propyl ester bromide; 

naproxen 3-(NHTiethyl^^myI-N-butylammonium)proD^ ester bromide; 

naproxen 3-(N^emyl-N^myl-N-phenylajnmonium)propyl ester bromide ; 

naproxen 5-{4-morpholinyl-NHrnetrtyIamrnonium)pentyl ester bromide ; 
40 naproxen 5-( 1 ^peridinyl-N^ethylammonium)pentyl ester bromide ; 

naproxen 5-( 1-pyrrolidinyH4-methylammonium)pentyf ester bromide ; 

naproxen 5-(N,N,N-trimemytammonium)pentyl ester bromide; 

naproxen 5-(N,N^'phenyl-N-methytammonium)pentyf ester bromide; 

naproxen 5-(N,N^iethyl-Nwnemylamr^^ ester bromide: 

45 naproxen 6-(N,N^iHSopropy^NMTiethytammonium)perrryl ester bromide; 

naproxen 5~(N,N^i^^utyi-NHT^mylammonium)pentyl ester bromide; 

naproxen 5-{N,N^methy^N-benzylarnmonium)pentyl ester bromide ; 

naproxen 5-(N^enyW\l-benzy1-N-methyta^ ester bromide ; 

naproxen 5*(N-methyl-N-ethy l-N-butytammonium) pentyl ester bromide; 
50 naproxen 5-(N-methyl-N-ethyl-N-phenyfammonium)pentyl ester bromide ; 

naproxen 6-(4KTK^rK)Unyl^methylamnK^m)hexyl ester bromide; 

naproxen 6-(1^tperidinyl-N-methylammonhjm)hexyl ester bromide; 

naproxen 6-(1-pynroIidinyl-N-methylamrnonium)hexyl ester bromide; 

naproxen 6>(N,N^phenyl-N-methyiammonium)hexyl ester bromide; 
55 naproxen 6-(N,rWiemyl^^emylamrnonium)hexyl ester bromide; 

naproxen &-(N,r^WHsopropy4-N-methylanimonlum)hexyl ester bromide; 

naproxen 64N,N^m4>uty1^^ethytamrrK?r^ ester bromide ; 

naproxen 6-(N,NHfimethyt-N-benzylammonium)hexy! ester bromide; 

naproxen 6-(N^enyl-N-benzyl-N-rnethytarnrnonium)hexyl ester bromide ; 
60 naproxen &-(N^ethyl4vl^thyt^-butylarnmonium)hexyl ester bromide ; and 

naproxen 6-(N^ethyl-N-ethyt-N-phenylamrnonium)hexyl ester bromide. 
B A Similarly, by substituting: optionally other ©-dialkylamino alcohols (such as those listed, for example, in 
Preparations 1 and 3) for 2^imetriylaminoethanol; other ANSAIDs (such as those listed, for example, in 
Example 1 A.1 and A.2) for naproxen; and optionally other alkylating agents (such as ethyl iodide, methyl 
65 bromide, methyl chloride, and the like) for methyl iodide, the following compounds of Formula I are prepared in 
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accordance with the procedure described in this Example 1. section A.0, above: 

(i) From the co-dialkylamino alcohols of formula (3) listed in Preparation 1 : 
ketorolac 3-(N,N.N-triethy»ammonium) ethyl ester chloride; 

ketorolac 4-(N f N,N-trimethy1ammonium)butyl ester idodie. mp. 138-140°C; 
ketorolac 2-(1-piperidiny1-N-methylammonium)ethyl ester chloride; 
ketorolac 2-(1-pyrrolidinyl-N-methylammonium)ethyt ester chloride; 
ketorolac 2-(4-morpholinyl-N-methylammonium)ethyl ester chloride; 
ketorolac 2-(N,N-dibutyhr4-methylammonium)ethyl ester chloride; 
ketorolac 2-(N.N^bertzyt-N-methylammonium)ethyt ester chloride; 
indomethacin 2-(N,N-diphenyl-N-methytammonium)ethyl ester chloride; 
Indomethacin 2-(N,N-diethyl-N-methylammonium)ethyl ester chloride; 
indomethacin 2-(N.N^-n-propyl-N-methylammonium)ethyl ester chloride; 
indomethacin 2-(N t N-di-r>-butyl-N-methytammonium)ethyl ester chloride; 
indomethacin 2-(N,N-dimethyl-N-benzylammonium) ethyl ester chloride: 
indomethacin 2-(N-phertyl-N-tenzyl-N-methytammoniufTi)ethyl ester chloride; 
sulindac 2-{N-methyl-N^thyl-N-Dutylammonium)ethyl ester chloride; 
sulirtdac 2-(N^ethJrt-N-ethyl-N-phenylarnmonium) ethyl ester chloride; 
sulindac 2-<N,N,N-trimethylammonium)ethyl ester bromide; 
sulindac 2-(1-piperidinyl-N-methylammonium)ethyl ester bromide; 
sulindac 2-(1-pyrrolidinyl-N-methyfammonium)ethyl ester bromide; 
sulindac 2-{4-morpholinyl-N-methylamnionium)ethyl ester bromide; 
ibuprofen 2-{N ( N-dibutyl-N-methylammonium)ethyl ester bromide; 
ibuprofen 2-(N,N-diben2yl-N-methylammonium)ethyl ester bromide; 
ibuprofen 2-(N t N-diphenyi-N-methylammonium)ethyl ester bromide; 
ibuprofen 2-(N,N-diethyl-N-methylammonium) ethyl ester bromide; 
ibuprofen 2-(N,N-di-n-propyt-N-methylammonium)ethyl ester bromide; 
ibuprofen 2-(N.N-di-n-butyl-N-methylammonium)ethyl ester bromide; 
zomepirac2-{N,N-dimethyl-N-benzylammonium)ethyl ester bromide; 
zomepirac2-(N-phenyl-N-ben2yl-N-methylammonium)ethyt ester bromide; 
zomepirac2-{N-methy»-N-ethyl-N-butyiammonium)ethyt ester bromide; and 
zomepirac 2-(N-methyl-N-ethyl-N-phenylammonium)ethyi ester bromide. 

(ii) From the <o-dialkylamino alcohols of formula (3) listed in Preparation 3: 
zomepirac 3-(N,N,N-trimethylammonium)propy! ester chloride; 
zomepirac 4-(N.N,N-trimethyiammonium)butyt ester chloride; 
flufenamic acid 6-(N,N,N-trimethytammonium)hexyl ester chloride; 
anirolac 4-(4-morpholinyl-N-methylammonium) butyl ester chloride; 
ketorolac 4-(1-piperidinyl-N-methylammonium)butyl ester chloride; 
tifurac 4-(1-pyrrolidinyl-N-methylammonium}butyl ester chloride; 
flufenamic acid 4-(N,N-diphenyl-N-methylammonium) butyl ester chloride; 
flufenamic acid 4-(N,N-diethyl-N-methylammonium)butyl ester chloride; 
flufenamic acid 4-(N,N-di-isopropyl-N-methylammonium)butyI ester chloride; 
flufenamic acid 4-(N,N<ii-n4xjtyi-N-methy1ammonhjm)butyl ester chloride; 
flufenamic acid 4-(N,N-dimethyl-N-benzylammoniurn) butyl ester chloride; 
ketoprofen 4-(N-phenyl-N-benzyl-N-methylammonium)butyl ester chloride; 
ketoprofen 4-(NH7iethy1-N-ethyl-N-butylammonium)butyl ester chloride; 
ketoprofen 4-(N-methyl-N-ethyl-N-phenytammonium) butyl ester chloride; 
anirolac 3-(4-morpholinyl-N-methylammonium) propyl ester chloride; 
ketorolac 3-(1-piperidiny1-N-methy!arnmoniurn)propy| ester chloride; 
tifurac 3-(1-pyrrolidinyl-N-methylammonium)propyl ester chloride; 
ketoprofen 3-(N,N-diphenyl-N-methyIammonium)propyl ester chloride; 
ketoprofen 3-(N,N-diethyl-N-methylammonium)propyl ester chloride; 
ketoprofen 3- (N.N-di-isopropyl-N-methylammonium) propyl ester chloride; 
benoxaprofen 3-(N,N-di-n-butyl-N-methylammonium)propyl ester chloride; 
benoxaprofen 3-(N,N^imethyJ-N-benzylammonium)propyl ester chloride; 
benoxaprofen 3-(N-phenyl-N-benzyl-N-methylammonium)propyl ester chloride; 
benoxaprofen 3-(N-methyl-^thyl-N^utylammonium)propyl ester chloride ; 
benoxaprofen 3-(N^ethyl-N^thyl-N-phenylammonium)propy1 ester chloride; 
anirolac 5-(4^c<pholinyl-N-rnethylaJTUT>oniurn)pentyt ester chloride ; 
ketorolac 5-(1-piperidinyl-N-methylarnmonium)pentyl ester chloride ; 

tifurac S-(1-pyrrolidinyl-N-methylammonium)penty1 ester chloride; 
benoxaprofen 5-(N,N,N-trimethylammonium)pentyi ester chloride; 
etodolac 5-(N,N-diphenyl-N-methylammonium)pentyi ester chloride ; 
etodoiac 5-(N,N-diethyi-N-methylammonium)pentyl ester chloride; 
etodolac 5-(N.N-di-isopropyl-N-methylammonium)pentyl ester chloride; 
etodolac 5-(N.N-di-n-butyl-N-methylammonium)pentyl ester chloride; 
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etodoiac 5-(N,N-dimethyl-N^nzytamrnonium)pentyl ester chloride; 
etodolac 5-(N-pherryt-N-benzyl-N-methylainmonium)pentyi ester chloride; 
tolmetin S-(N^eth^N^thyl44^utylarnmoniurn)pentyl ester chloride; 
tolmetin 5-(N^ethyt^^th^r4^enytamiTKmium)penty1 ester chloride; 
anirolac 6-(4^orpho!inyl-N^etriytarr»rtonium)hexyt ester chloride; 
ketorcteco^fl^iperidinyW^ethylamrrwru ester chloride; 

tifurac 6-(1 i>yiTolidinyl-N-methylarniT»nh^ ester chloride ; 
tolmetin 6-(N,N^pheny1-N-metriylammonrum)hexyl ester chloride; 
tolmetin 6-(N.N-diethy1-N-methylammonium)hexyt ester chloride ; 
tolmetin 6-(N.NHdMsopropyl-N-methylarnrnonium)hexyl ester chloride; 
tolmetin HN.N^i-n^uty^NHnethylarimio^iumJhe^ ester chloride; 
tifurac6-(N.N^imetr^l-N4)en2ylammonhmi)hex^ ester chloride; 
tifurac 6-(N^heny14sl^enzyWslH^^ ester chloride; 

tifurac 6-(N-metri^44^thyl^^utylarnrnonium)hexyl ester chloride ; 
tifurac 6-(N-methy1-N^thyWvl^henytamnKmjum)hexyl ester chloride; 
tifurac S-jN.N.N-trimethylarnmonlumJpropyl ester bromide ; 
tifurac 4-(N 1 N l N-trimethytarnmontum)butyt ester bromide; 
diclofenac S-CN.N.N-trimethylammoniumihexyl ester bromide; 
anirolac 4-(4-monpholinyl-N-methylarnrnonium)butyl ester bromide ; 
ketorolac 4-(1-piperidinyl-N^ethylamrnoniurn)butyl ester bromide; 
tifurac 4-(t-pyrrolidinyl-N-methylammonium)butyl ester bromide; 
diclofenac 4-(N,N<ljphenyl-N^etrylarnmonium)butyl ester bromide; 
diclofenac 4-(N,N-diethyl-N-methylammonium)butyI ester bromide; 
diclofenac 4-(N v N-dMsopropyt-N-methytanunonium)butyl ester bromide; 
diclofenac 4-{N t NKli-n-butyt-N^ethytarnrnonium) butyl ester bromide; 
diclofenac 4-(N.NKjimethyMvi^enzylammoniurn)butyl ester bromide; 
fenclofenac 4^(N-phenyl^4Den2yl4sl-methytarr^criiurn) butyl ester bromide; 
fenclofenac 4-(N-nTethyMa^thyl^M)Utytarnmonium)bu^ ester bromide; 
fenclofenac 4-(N^ethyl-N^thyl-h^pr^yJamrTK)niiirn)butyi ester bromide; 
anirolac 3-(4-morpho(inyl-N-methytammonium)propyl ester bromide ; 
ketoro!ac3-(1^iperidinyl-N^emylarrurion!um)propyl ester bromide; 
tifurac S-(l-pyrroiidinyl-N-methytammonium) propyl ester bromide; 
fenclofenac 3-(N,N-diphenyl-N-rnGthylanrirnonium)propy1 ester bromide; 
fenclofenac 3-(N,N-diethyt-N-rrtethylarnrnortium}propyt ester bromide; 
fenclofenac 3-(N.N-di-isopropyt-N-methylammonium) propyl ester bromide; 
anirolac 3-(N,N-di-n-butyl-N-methylammonium)propyl ester bromide; 
anirolac 3-(N,N-tfmethyl^-benzyiarnmortium)propyl ester bromide; 
anirolac 3-(N-phenyI-N-benzyI-NHrnemylarivrmnium) propyl ester bromide; 
anirolac 3-(N-methyl-N-emyl-N^utytammonium)propyl ester bromide; 
anirolac 3-(N-methyl-N-ethyi-N-phenylammonium)propyl ester bromide; 
anirolac 5-(4HTioipholtnyt-N^emy1ammonium)pentyl ester bromide; 
ketorolac 5-( 1 ^peridinyl-NHTiethytanirnonium)pentyl ester bromide ; 
tifurac 5-(1-pyirolidinyl-N-methylantmc^ium)pentyl ester bromide; 
anirolac 5-(N,N,N-trimethylammonium)pentyl ester bromide; 
mefenamic acid 5^N ( N^iphenyM^HTiethylammonium)pentyl ester bromide; ' 
mefenamic acid 5-(N,N-dietriy^N-methytammontum)perftyt ester bromide; 
mefenamic acid 5-(N,NKJMsopropyH4-metrt^^ ester bromide; 

mefenamic acid 5-{N,NKJHn^utyl^<nethytammoniurn)pentyI ester bromide; 
mefenamic acid 5-(N,N^imethyMsl-benzylammonium)pentyl ester bromide; 
mefenamic acid 5-(N-phenyl^^>eri2yH^-methylarrimoniurn)pentyl ester bromide; 
ketorolac 5-(N-methyl-N-ethyl-N-butylammonlum)pentyl ester bromide ; 
ketorolac 5-{N^emyl-N^thyl^-phenylammonium)pentyl ester bromide ; 
anirolac 6-(4^oipholhyl-N-methylammonium)hexyl ester bromide; 
ketorolac 6-(1 ^peridinyi-N-methylammonlum)he)^l ester bromide; 
tifurac 6-(1 ^rroIidinyl-N^ethytam^ ester bromide; 

ketorolac 6-(N,N<liphenyl-N-methylammonium)hexyl ester bromide; 
ketorolac 6-(N,NKliethyl-N-memyIaiTwnonium)hexyl ester bromide; 
anirolac 6-{N.N^i-isopropyl-N^ethylarnmonium)hexyI ester bromide; 
anirolac 6^N,N<fi-rH4>utyl-NHTjetrTy^moniurn)hexyl ester bromide; 
anirolac 6^N,N<iimemyl-N^en2ylammortium)hexyl ester bromide; 
anirolac 6-(N-phenyl-N-ben2yt-N-methylammonium)hexyl ester bromide; 
tifurac 6-(N^ethyl-N-ethyl-N-butyIamrnonium)hexyl ester bromide; and 
tifurac 6-(N-methyl-N-ethyl-N-phenytammonium)hexyl ester bromide. 
It will be apparent to one of ordinary skin in the art that the above listing is for the purpose of exemplification, 
and is not exhaustive. Accordingly, any of the ANSAIDs listed in parts A.1 and 2 of this Example 1 can be used 
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in place of naproxen to obtain the analogous esters to the naproxen esters fisted in parts B.2 and B.3 of this 
Example t. Moreover, other ANSA1DS (RCOOH) can be substituted, as well as other diaJkytaminoaJcohois of 
formula (3), as well as other alkylating agents R 3 X. 

EXAMPLE 2 5 

NAPROXEN THIOCHOLINE ESTER IODIDE 

A.O A solution of naproxen (11.51 g. 50 mmol) in dry tetrahydrofuran (100 ml) was treated with solid 
M'-carbonyldiimidazole (9.3g). and was stirred 1 hour at room temperature. To this solution was added a 
tetrahydrofuran solution prepared from 2-dimethy1arrurK>ethajrethid (10.6 g) and n-butyllithium (53 ml of 1.5 M 10 
solution in hexane), and the resulting mixture was stirred at room temperature overnight. The solvent was 
removed by evaporation, and the residue was dissolved in diethyl ether and washed with water and brine. The 
organic extract was dried over sodium sulfate, and evaporated to afford an oil. The oily ester was dissolved in 
fresh diethyl ether, and was treated with methyl iodide (9 ml). After stirring at ambient temperature overnight 
the resulting precipitate llected by filtration, washed with additional I ether and dried in 15 

vacuo to afford the title compound (22.0 g, 47.8 mmol, 96«Vo) as a white crystalline solid, mp 125-126° C. 

A.1. Similarly, by substituting ketorolac, indomethacin. sulindac, ibuprofen, zomepirac. tifurac. flufenamic 
acid and ketoprofen. respectively, for naproxen, in the above section A.O of this Example 2, the following 
compounds of Formula I we r e prepared: 

ketorolac thiocholine ester iodide, mp. 118-120°C; 20 
indomethacin thiocholine ester iodide, mp. 1 98-200° C; 
sulindac thiochobne tiler iodide mp. 1 48-150° C; 
ibuprofen thiocholine rr.tcr iod»1c mp. 1 43-1 44° C; 
zomepirac thiochulirn.- ester to-ickr. mp. 161-162°C; 

tifurac thiochdme ester iodide, mp 146-147° C; 25 
mefenamic add thiochotine ester ocbde, mp. 215-216° C; 
flufenamic acid tuocnofcne e*ter «x*de. mp. 100-101 °C; and 
ketoprofen thiochofcne ester Kxfrde. mp. 126-128° C. 

A. 2. Similarly, by subswutng benoxaprofen, etodolac, tolmetin, diclofenac, fenclofenac, and anirolac, 
respectively, for naproxen vi the Above section A.O of this Example 2, the following compounds of Formula I 30 
are prepared: 

benoxaprofen th»ocboUn* eM**r mttirta: 

etodolac thiocholine ester iodide mp. 126-1 28° C; 

tolmetin thiocholine ester iodide. 

diclofenac thiocholine *oo)de: 35 
fenclofenac thiocholine ester iodide; and 
anirolac thiocholine ester iodide. 

B. 1. Similarly, by opttonaty substituting other ANSAIDs (e.g., benoxaprofen. etodolac, tolmetin. etc. 
respectively - see A.I and A 2 above) for naproxen and substituting other alkylating agents R3X for methyl 
iodide in the above section A 0 of this Example 2. the following compounds of Formula I are prepared : 40 
ketorolac thiocholine ester chlcnde; 

indomethacin thiocholine ester chloride; 
sulindac thiochoBne ester chloode. 
ibuprofen thiocholine ester chlonde; 

zomepirac thiocholine ester chloride; 45 
tifurac thiocholine ester chloride: 
mefenamic acid thiocholine ester chloride; 
flufenamic acid thiocholine ester chloride; 
ketoprofen thiocholine ester chloride; 

benoxaprofen thiocholine ester chloride; 50 
etodolac thiocholine ester chloride; 
tolmetin thiocholine ester chloride; 
diclofenac thiocholine ester chloride; 
fenclofenac thiocholine ester chloride; 

anirolac thiocholine ester chloride; 55 
ketorolac thiocholine ester bromide; 
indomethacin thiocholine ester bromide; 
sulindac thiocholine ester bromide; 
ibuprofen thiocholine ester bromide; 

zomepirac thiocholine ester bromide; 60 
tifurac thiocholine ester bromide; 
mefenamic acid thiocholine ester bromide; 
flufenamic acid thiocholine ester bromide; 
ketoprofen thiocholine ester bromide; 

benoxaprofen thiocholine ester bromide; &> 
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etodolac thiocholine ester bromide; 
tolmetin thiochoGne ester bromide; 
diclofenac thiocholine ester bromide; 
fenclofenac thiocholine ester bromide; and 
aniroJac thiocholine ester bromide; 

B.2. Similarty, by substituting other o-dialkyl amino atkyl thiols of formula (3) listed in (i) Preparation 2 and (a) 
Preparation 4 above, for 2Mlimethylamlnoethanethiol, the following corresponding compounds of Formula I are 
prepared in accordance with the procedure described in this Example 2, section A.0, above: 
(i) From the o>-dialkytamino alkytthiols of formula (3) listed In Preparation 2: 

naproxen 3-(N t N,N-triethylammonium)thioethyl ester iodide; 

naproxen 2-0 _ P^P^^^^~^ t ^y*^nionium)thioethyi ester iodide; 

naproxen 2-( 1 -pyrrolia^nyi-N-methylammonium)thioethyi ester iodide; 

naproxen 2-(4-morphoIiny^-methyiammonium)thioethyi ester iodide; 

naproxen 2-(N,N-dibutyl-N-methytammonium)thioethyl ester iodide; 

naproxen 2-(N,NKitbenzyl-N^ethyiamTT^^ ester iodide; 

naproxen 2-(N .NHjipherry^N-methyiajnrrroniumJthjoethyl ester iodide; 

naproxen 2-(N,N^iiethyl-N^eth^ ester iodide; 

naproxen 2^N,N-dwvpropyMvl^ethylarnmonium)thioethyl ester iodide; 

naproxen 2-(N,NKi*hn^uty1-N^ethylammc>nium)thioethy1 ester iodide; 

naproxen 2-(N,N-dtmethyi^benzytammonium)thioethy1 ester iodide; 

naproxen 2-(h^phenyl-N4>enzyt4^-methYiammonium)triioethyt ester iodide; 

naproxen 2-(N^emyl-N^triyl-N-butylammonium)thioethyl ester iodide; and 

naproxen 2-(N-methyi-N^trtyl-N-phenylammonium)thioethyl ester iodide 
(a) From the (o-diaJkylamino alkytthiols of formula (3) listed in Preparation 4: 

naproxen 3-{N,N.N-trimethylammonium)thiopropyl ester iodide; 

naproxen 4-(N,N,N-trlmethylarnrnonium)thiobu1yl ester iodide; 

naproxen ^(N.N.N-trimethylammontumlthiohexyl ester iodide; 

naproxen 4-(4*morphonnyt^*methylammonium)thiobuty1 ester iodide; 

naproxen 4^lH3iperidnyW-methylammonium)miob ester iodide; 

naproxen 4-(1 -pyrroiidirry^N^ethylammonium)tWobutyl ester iodide ; 

. naproxen 4-(N,NKiiphertyM\l-methylammonium)thiobLrtyl ester iodide; 

riaproxen4-{N,N<liethyl^Hnetriylammonium)miobutyl ester iodide; 

naproxen 4-(N,NHi-isopropyt-N-metrjy1amrnoniurn)trwobutyJ ester iodide; 

naproxen 4-(N ,NhS ^butyW^ethylammonium)thiobutyi ester iodide; 

naproxen 4~(N,N<iimethyl-N-ben2ylamnion^ ester iodide; 

naproxen 4~(N^rtenyl^^nzyHsl^ethyIamrr^ ester iodide; 

naproxen 4^ N^etri^N^thyl^-butytam ester iodide ; 

naproxen 4^N^ethyW\l^thyl^phenyiamrTK>nhjm)tW ester iodide; 

naproxen 3^4Hnorphofinyl-N^ethytamm ester iodide; 

naproxen 3-(1^iperidinyl-N^emylammoniunn)thiopropyt ester iodide; 

naproxen 3-(1 -pyiToUdiriyl^^etr^ammoruum)thiopropyl ester iodide; 

naproxen ^N t NKiiphen^-N^etr^lanimonium)thiopropyl ester iodide; 

naproxen 3-(N,N-dietriyl-M^etrtytammonium}miopropyl ester iodide; 

naproxen 3-(N,N^Msopropyl-NHTiethylammonium)thk)propyt ester iodide; 

naproxen 3-{N,NHjHvbutyi-N-™emyta^ ester iodide ; 

naproxen 3-(N,lsWimethy!-N^nzyl^ ester iodide; 

naproxen 3^N^henyt-N-benzyl-N-inethylammonium)thiopropyl ester iodide; 

naproxen 3-(N^ethyHvi^riyHSI-birtyla^ ester Iodide; 

naproxen 3-(N^emyl-N^myl^phenylammonium)th!opropvl ester iodide; 

naproxen 5-(4^o^pr»oKny^^^ethyta^rtm ester iodide; 

naproxen 5^1~piperidinyM4^ethytamrTK>nfc^ ester iodide; 

naproxen 5^1^yrrolidirtyl^-methylajTimonium)truopen^ ester iodide; 

naproxen S^N.N.N-trimethytammoniumJthiopentyl ester iodide; 

naproxen 5-(N,N-diphenyl-N-methylammonium)thiopenty1 ester iodide; 

naproxen 5-{N,N-diethyl-N-methyiammonium)thiopentyl ester iodide ; 

naproxen 5-(N JvWi^opropyi-NHTiethyl^ ester iodide; 

naproxen 5KN,NKfiH>outyH^-memyiammonium)thiopentyl ester iodide; 

naproxen 5-(N,NKfimethyi-N-benzylammonium)th{Opentyl ester iodide; 

naproxen 5-(N-pher^44^nzyt-N-metr^^ ester iodide; 

naproxen MN-methyl-N-ethyl-N^utylarruiionium)thiopentyl ester iodide; 

naproxen 5-(N-methyl-N-ethyt-N-phenylammonium)thiopentyl ester iodide; 

naproxen 6-{4^orpholinyl-N^ethytarmnonium)mic^exyl ester iodide; 

naproxen 6^(1^iperidrtyi^-nrethylammonium)tW ester iodide; 

naproxen 6-(1-pyrrolidinyl-N-methylammonium)thiohexyl ester iodide; 

naproxen 6-(N,N-diphenyl-N-methylammonium)thiohexyl ester iodide 



20 



0 289262 



naproxen 6-(N.N-diethyl-N-rnethytammonium)thiohe)cyI ester iodide; 

naproxen &-(N,N^i-isoprc^yi-N-methy!arnmoniurn)thiohexyl ester iodide; 

naproxen 6-(N.N^i-n-butyl-N-methy!amrm)nium)thiohexyl ester iodide; 

naproxen 6-(N.N-dimethyl-N-benzyternmonium)thiohexyl ester iodide; 

naproxen 6-(N^henyl-N4>enzyl^-methylarnmoniunr>}triiohexyl ester iodide; 

naproxen 6-(N-methyl-N-ethyl-N-butylammonium)thiohexy* ester iodide; and 

naproxen 6^N-methyl-N^thyl-N^henytarnrnoniijrn)triiohexyl ester iodide. 
B.3. Similarly, by optionally substituting other (o-dialkyiamtno aJkytthiols for 2-dimethytaminoethanethiol of 
formula (3) listed in (i) Preparation 2 and (fi) Preparation 4 above, for 2-dimethytaminoethanethiol, and other 
alkylating agents R 3 X for methyl iodide, the following corresponding compounds of Formula I are prepared in 
accordance with the procedure described in this Example 2, section A.0, above: 

(i) From the <o-dialkyiamino alkylthiols of formula (3) listed in Preparation 2: 
naproxen ^(N.N.N-triethylammoniumJthioethyJ ester chloride; 
naproxen 2-(1-piperidinyl-N-methytammonium)thioethyi ester chloride; 
naproxen 2-(1-pyrroIidiny1-N-methylammonium)thioethyl ester chloride; 
naproxen 2-(4^orphoIinyi-N-n^thyIammonium)thioethyl ester chloride; 
naproxen 2-(N t N-dibutyt-N-methylammonium)tWoethyl ester chloride; 
naproxen 2-(N,N<Jiber»2yl4sl-methylammonium)thioethyl ester chloride; 
naproxen 2-(N,N-diphenyl-N-methyiammonium)thioethyl ester chloride; 
naproxen 2-(N 1 N-diethyl-N-methytammonium)thioethyl ester chloride; 
naproxen 2-(N,N-d»-n-propyl-N-methylammonium)thioethyl ester chloride; 
naproxen 2-{N,N-diHr)-buryl-N-methylammonium)thioethyl ester chloride; 
naproxen 2-(N,N-dimethyl-N-benzylammonium)thioethyl ester chloride; 
naproxen 2-(N-phenyl-N-benzyl-N-methylammonium)thioethyl ester chloride; 
naproxen 2-(N^ethyl-N^thyl-N-butytarnmonium)thioethyl ester chloride; 
naproxen 2-(N-meth^-N-ethyl-N-phenylammonium)thioethy1 ester chloride 
naproxen 2-(N,N,N-triethylammonium)thioethyl ester bromide; 

naproxen 2-(1-piperidinyl-N-methylammonium)thioethyl ester bromide; 
naproxen 2-(1-pyrrolidinyI-N-methylammonium)thioethyl ester bromide; 
naproxen 2-(4^orphoHnyl-N-methylamrnonium)thioethyl ester bromide ; 
naproxen 2-(NI,N-dibutyl-N-methytammonium)thioethyl ester bromide; 
naproxen 2-(N,N-dibenzyl-N-rnethylarnmonium)thioethyI ester bromide; 
naproxen 2-(N,N-diphenyi-N-methylammonium)thioethyl ester bromide; 
naproxen 2-(N.N-diethyl-N-methylammonium)thioethyl ester bromide; 
naproxen 2-(N,N-di-n-propyl-N-methylammonium)thioethyl ester bromide; 
naproxen 2-(N,N-di-n-butyl-N-methylammonium)thioethyl ester bromide; 
naproxen 2-(N,N-dimethyl-N-benzylammonium)thioethyl ester bromide; 
naproxen 2-(N-phenyl-N-benzyl-N-methytammonium)thioethyl ester bromide; 
naproxen 2-(N-rnethyl-N-ethyl-lvl-butylammonium)thioethyl ester bromide; and 
naproxen 2-(NH^thyl-N^thyi-rvHp^enylamrrK>niu ester bromide. 

(ii) From the ©-dialkylamino alkylthiols of formula (3) listed in Preparation 4: 
naproxen 3-(N,N,N-trimethylammonium)thiopropylester chloride; 
naproxen 4-(N,N,N-trimethylammonium)thiobutylester chloride; 
naproxen 6-{N,N,N-trimethylammonium)thiohexylester chloride; 
naproxen 4-(4-morpholinyl-N-methylammonium)thiobutyl ester chloride; 
naproxen 4-(1-piperidinyl-N-methylammonium)thiobutyl ester chloride; 
naproxen 4-{1-pyrrolidinyl-N-methylammonium)thiobutyl ester chloride; 
naproxen 4-(N t N^iphenyl-N-methytamnrK)nium)thiobutylester chloride; 
naproxen 4-{N,NKliethyl-N-methvlammontum)thiobutylester chloride ; 
naproxen 4-(N.N-di-isopropyl-N-methylammonium)thiobutytester chloride; 
naproxen 4-(N.N^I^-butyl-N-rrtethytammonium)thiobutylester chloride; 
naproxen 4-(N.N-dimethyl-N-benzytemmonium)thiobutylester chloride; 
naproxen 4-(N-phenyl-N-benzyl-N-methytemmonium)thioburylester chloride ; 
naproxen 4-(N^ethyl-N-ethyl-N^utyfammonium)thiobutyt ester chloride; 
naproxen 4-(N-methyl-N-ethyl-r4-phenylammonium)thiobutyl ester chloride; 
naproxen 3-(4-morpholinyl-N-methylamrnonium)thiopropyl ester chloride; 
naproxen 3-(1-piperidinyl-N-methylammonium)thiopropyl ester chloride; 
naproxen 3-(1-pyrrolidinyl-N-methylammonium)thiopropyl ester chloride; 
naproxen 3-(N,N-diphenyl-N-methylammonium)thiopropyl ester chloride; 
naproxen 3-(N,N-diethyl-N-methylammonium)thiopropyl ester chloride; 
naproxen 3-(N.lvI-di-isopropyl-N-methylammonium)thiopropyl ester chloride; 
naproxen 3-(N,NKii-rHbutyl-N-methylammonium)thiopropyl ester chloride; 
naproxen 3-(N f N-dimethyt-N-benzytammonium)thiopropyt ester chloride; 
naproxen 3-(N-phenyl-N-benzyl-N-methylammonium)thiopropyl ester chloride; 
naproxen 3-(N-methyl-N-ethyl-N-butyIammonium)thiopropyl ester chloride ; 
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naproxen 3-(N-methyl-N^thy^N^heriyt^ ester chloride; 

naproxen 5-(4^orprK)tinyl-N^ethylarnmonium)thIopen^ ester chloride; 
naproxen 5-(1-piperldinyI-N^ethylammoniurn)thiopenty( ester chloride; 
naproxen 5^1^yn-ofidinyWJ^ethylammoniurn)thiopentyl ester chloride; 
naproxen 5-(N.N.N-trimethylarnmonrurn)thiopentyl ester chloride; 
naproxen &-(N,N-dtpheny1-N-methytammonium)thiopentyt ester chloride; 
naproxen 5-{N.N^ietr^N^ethylanrnionium)thwpentyl ester chloride; 
naproxen 5-(N.N^i-isopropyl^-methyl pentyl ester chloride; 

naproxen 5-(N.N^i-n^utyl4jHnethyl^ ester chloride; 

naproxen 5-(N,N-dirnethyl^4)erizylammonium)thic>pen^ ester chloride; 
naproxen &-(N-phenyl^^er^2yl^-methylamnx)nium)thiopentyl ester chloride; 
naproxen 5-(ls^meth^^-ethyl-N-butytamrnoniurTi)thiopentyl ester chloride; 
naproxen 5-(N-methyl*N-ethyl-N-phenylarnrnoniurn)thiopentyl ester chloride; 
naproxen 6-(4-mc*pholinyl-NHnethyla^ ester chloride; 

naproxen 6-(1-p4perio1ny»-N^etriylammonium)thiohexyl ester chloride; 
naproxen 6-0i>ynx>fidinyl4vl^emy1ammoniu^^ ester chloride; 

naproxen 6-{N.N-dipheny W^ethy!ammoniurn)thiohexyl ester chloride; 
naproxen 6^{N,NKJietriyl-N-rnethyIarnrnoniurn)thiohexyl ester chloride; 
naproxen 6-(N,N^i-isopropyl^-melhylamrnoniurn)thiohexyl ester chloride; 
naproxen 6-(N,N-di n-bury*-N-methylammonium)thiohexyl ester chloride; 
naproxen 6-(N.N-dimpthyi-N-r>#>n7y(arnmoniurn}thiohexyl ester chloride; 
naproxen 6^(N-phenyl-N-benrvl-N-rnethylammonium)thiohexyl ester chloride; 
naproxen 6-{N-meihyi-U-ethy- N-b^ylammoniumJthiohexyl ester chloride; 
naproxen (HN-methyl4l^thy^-phenylamm ester chloride; 

naproxen 3^N,N>^tnmetrtyiammor»urn)thiopropyl ester bromide; 
naproxen 4-(N,N>l-trtmetrry t» iM wc yn)thiobutyl ester bromide; 
naproxen 6-(N,N/4-tnmcmy tf nmonkjm)thiohexyl ester bromide; 
naproxen 4-(4-mon?hofcriyl4t-m#thytafimto^ ester bromide; 

naproxen 4-(1-ptpenoViyl-M-rnethytammonium)thiobutyl ester bromide; 
naproxen 4-{ 1 -pyrrc*JOTyi^-cTw^iytemmonium)thiobutyl ester bromide; 
naproxen 4-(N,N^pheny1^-rne^ytammonium)thiobutylester bromide; 
naproxen 4-(N,N^tethy^n^thytomn>onium)thiobutylester bromide; 
naproxen 4-(N,N-dMSOpropy*^-fT>ethylamrfTO^ ester bromide; 

naproxen 4-(N,N^*M>-butyf^methyiammonium)trMobuty^ ester bromide; 
naproxen ^(N.NHiirriothyl-N^nzyiammoniumJthk^utylester bromide; 
naproxen 4-(N-phenyMI-ben7yi*N-methylammonium)thiobutyl ester bromide; 
naproxen 4-(N-meth^-N^thvi-N^tyiamnrK>nium)miobu^ ester bromide; 
naproxen 4-(N^ethyM^thy4*i>heny!amn ester bromide; 

naproxen 3-{4^orpholinyl4l-methytammonium)trw ester chloride; 
naproxen 3-(1^iperidiriyf^-methy^monium)thiopropyl ester bromide; 
naproxen 3-(1-pyn'olidtny1-N-melhylammonium)thiopropyl ester bromide; 
naproxen 3-(N,N^phem/l^-methy!ammonium)thiopropyl ester bromide; 
naproxen 3-<N,N<Jiethyl-N-methylarnmonium)thiopropyl ester bromide; 
naproxen 3-(N,N^i-isopropyt^-n>ethytanimoruum)thioprc^ ester bromide; 
naproxen 3-(N,N^i-n-biity»-NKnethylammorrium)thiopropyl ester bromide; 
naproxen 3-(N,N^imemyi-N^ri2yiammonium)thiopropyl ester bromide; 
naproxen 3-(N^her^^^nzyl^^ethyIarnmon!um)thtopropyl ester bromide; 
naproxen ^N-methy1-N-ethyl-N-butylammonium)thiopropyl ester bromide; 
naproxen 3-(N-methyl-N-elhyl-N-phenylammonium)thiopropyl ester bromide; 
naproxen 5-(4-rnoipholiriyl-r4^ethylammonium)thiopentyl ester bromide; 
naproxen 5-(1-piperidinyl-N-methylanirr^ bromide; 
naproxen 5-(1-pyrroltdir^l-N-methytammonium)thiopentyl ester bromide; 
naproxen 5-(N,N,N-trimethylammonium)thiopentyl ester bromide; 
naproxen 5-(N,M^ipher^-N-rnethylammonium)thiopentyl ester bromide; 
naproxen 5-(N,N-diethyl-N-methylammonium)thiopentyl ester bromide; 
naproxen 5-(N,r>^sopropyl-N^ethylainrnonfum)tNo pentyl ester bromide; 
naproxen 5-(N,N^i-nH3utyl-N-memylammonium)miopentyl ester bromide; 
naproxen 5-(N a N-dimethyl-N-benzylammonium)thiopentyt ester bromide; 
naproxen 5-(N^henyi-N4>er^l-NHT»ethylammonium)thiopentyl ester bromide; 
naproxen 5-(NHiietriyl-N-ethyl-N-butylammonium)thiopentyl ester bromide; 
naproxen 5-(N-methyl-N-ethyl-N-phenylammonium)thiopentyl ester bromide; 
naproxen 6-(4^orphormyl-N-methylammonium)thiohexyl ester bromide; 
naproxen 6-(1 -piperidinyt-N-methytamrnoniurnJthiohexyl ester bromide; 
naproxen 6-(1-pyrrolidinyl-N-methylammonium)thiohexyi ester bromide; 
naproxen 6-(N,N-diphenyl-N-methyIamrnonium)thiohexyl ester bromide; 
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naproxen 6-(N.N^iethyi-N-rnethytajnrnonium)thtohexy ester bromide; 

naproxen 6-{N,N^i-isopropyl-N-methylammc^iurn)thiohexyl ester bromide; 

naproxen 6-(N,N-di-n-butyl-N-methytammonium)thiohexyl ester bromide; 

naproxen 6-(N.NKlimethyl^-benzylamiT>onium)thiohexyl ester bromide; 

naproxen S-(N-phenyl-N-benzyl-N-methylammomum)thiohexyl ester bromide ; 

naproxen 6-(N-methyl-N-ethyl-N-butylammonium)thiohexyl ester bromide; and 

naproxen 6-(N-methyl-N^thyl-N^henylammonium)truohexyl ester bromide. 
B.4. Similarly, by substituting: optionally other o-diaikylamino alkylthiols (such as those listed, for example, 
in Preparations 2 and 4) for 2-dimethylaminoetnane thiol; other ANSAIDs (such as those fisted, for example, in 
Example 2 A.1 and A.2) for naproxen; and optionally other alkylating agents R 3 X (such as ethyl iodide, methyl 
bromide, methyl chloride, and the like) for methyl iodide, the following compounds of Formula I are prepared in 
accordance with the procedure described in this Example 2, section A.0, above: 

(i) From the o-diaikylamino alkylthiols of formula (3) fisted in Preparation 2: 
ketorolac 3-(N,N,N-triethylammonium)thioethyl ester chloride; 

ketorolac 2-(1-piperidinyl-NHnethylammonium)thioethyl ester chloride; 
ketorolac 2-(1-pyrrcrfidinyl-N-memylamrrwr«um)mioetnyl ester chloride; 
ketorolac 2-(4-morpholinyl-N-methylammonium)thioethyl ester chloride; 
ketorolac 2-(N,N-dibutyl-N-methylammonium)thioethyl ester chloride; 
ketorolac 2-(N.N-diben2yl-N^ethyiammonium)thioethyl ester chloride; 
indomethacin 2-(N,N-diphenyt-N-methylammonium)thioethyl ester chloride; 
indomethacin 2-(N.N-diethyl-N-methylammonium)thioethyl ester chloride; 
indomethacin 2-(N,N-di-n-propyl-N-methylammonium)thioethyl ester chloride; 
indomethacin 2-(N.N-di-n-butyl-N-methylammonium)thioethyl ester chloride; 
indomethacin 2-(N.N-dimethyl-N-benzylammonium)thioethyl ester chloride; 
indomethacin 2-(N-phenyl-N-ben2yl-N-methylammonium)thioethyl ester chloride; 
sulindac 2^N^eth^-N-ettiyl-N-butylammonium)thioethyl ester chloride; 
sulindac 2.-{U-methyl-N-ethyl-N-phenytammonium)thioethyl ester chloride 
sulindac 2-(N,N,N-trimethylammonium)thioethyl ester bromide; 
sulindac 2-( 1 -piperidinyl-N-methylammonium)thioethyl ester bromide; 
sulindac 2-(1-pyrrolidinyl-N-methylammonium)thioethyl ester bromide; 
sulindac 2-(4-morphoIinyl-N-methylammonium)thioethyl ester bromide; 
ibuprofen 2-(N,N-dibutyl-N-methylammonium)thioethyl ester bromide; 
naproxen 2-{N,N-dibenzyl-N-methylammonium)thioethyl ester bromide; 
ibuprofen 2-tN.N-diphenyl-N-methylammonium)thioethyl ester bromide; 
ibuprofen 2-{N.N-diethyl-N-methylammonium)thioethyl ester bromide; 
ibuprofen 2-(N.N-di-n-propyl-N-methylammonium)thioethy1 ester bromide; 
ibuprofen 2-(N,N-di-n-butyl-N-methylammonium)thioethyl ester bromide; 
zomepirac 2-(N.N-dimethyt-N-benzylammonium)thioethyl ester bromide; 
zomepirac 2-(N-phenyl-N-ben2yl-N-methytammonium)thioethyl ester bromide; 
zomepirac 2-{N-methyl-N-ethyl-N-butylammonium)thioethyl ester bromide; and 
zomepirac 2-(N-methyl-N-ethyl-N-phenylammonium)thioethy1 ester bromide. 

(ii) From the co-dialkylamino alkylthiols of formula (3) listed in Preparation 4: 
zomepirac 3-(lsl,N-trimethylammonium)thiopropyl ester chloride; 
zomepirac 4-(N.N,N-trimethylammonium)thiobutyl ester chloride; 
flufenamic acid 6-(N,N t N-trimethylammonium)thiohexyl ester chloride; 
anirolac4-(4-morpholiny1-N-methylamrnonium)thiobutyl ester chloride; 
ketorolac 4-(1-piperidinyl-N-methylammonium)thiobutyl ester chloride; 
tifurac 4-(1-pyrrolidinyl-N-methylammonium)thiobutyl ester chloride; 
flufenamic acid 4-(N,N-diphenyl-N-methylammontum)thiobutyl ester chloride; 
flufenamic acid 4-(N,N-dicthyl-N-methylammonium)thiobutyl ester chloride; 
flufenamic acid 4-(N,N-di-i$opropy)-N-methylammonium)thiobutyl ester chloride; 
flufenamic acid 4-(N.N-di-n-butyl-N-methylammonium)thiobutyl ester chloride; 
flufenamic acid 4-(N,N-dimethyl-N-benzylammonium)thiobutyl ester chloride; 
ketoprofen 4-(N-phenyl-N-benzyl-N-methylammontum)thiobutyl ester chloride; 
ketoprofen 4-(N-methyl-N-ethyl-N-butyiammonium)thiobutyl ester chloride; 
ketoprofen 4-(N-methyl-N-ethyl-N-phenyiammonium)thiobu1yl ester chloride; 
anirolac 3-(4-morpholinyl-N-methylammonium)thiopropyl ester chloride; 
ketorolac 3-(1 -piperidinyl-N-methylammonium)thiopropyl ester chloride ; 
tifurac 3-(1-pyrroIidinyl-N-methyIammonium)thtopropyl ester chloride; 
ketoprofen 3-(N,N-diphenyl-N-methylammonium)thiopropyl ester chloride; 
ketoprofen 3-(N,N-cfiethyl-N-methytemmonium)thiopropyl ester chloride; 
ketoprofen 3-(N,N-di-isopropyt-N-methylammonium)thiopropyl ester chloride; 
benoxaprofen 3-(N,N-di-n-butyl-N-methylammonium)thiopropyl ester chloride; 
benoxaprofen 3-(N,N-dimethyl-N-benzylammonium)thiopropyl ester chloride; 
benoxaprofen 3-(N-phenyl-N-benzyl-N-methytammonium)thiopropyl ester chloride; 
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benoxaprofen 3-{N-methyl-N-ethyt-N-butyIammonium)thlopropyI ester chloride; 
benoxaprofen 3-(^4Hnethy^^l^thy^^l-phenytam^T^onium)thiop^opyl ester chloride ; 
anirolac 5-(4-fnorpholirtyl*N-methytammonhjrri)thiopentyt ester chloride; 
ketorolac 5-( 1 i3iperidinyl-N-methylammonium)thiopentyl ester chloride; 
tifurac 5-(1-pyn-oltdtny!^^ethylarnmonium)th!openty( ester chloride; 
benoxaLprofen5^N,N.NJ-trimet^ajnmonium)thk>pentyi ester chloride; 
etodolac 5-(N,N^phenyl^^ethytammonium)thiopentyl ester chloride; 
etodolac 5-(N,N^iethy^-methytanimc<iium)thk)pent^ ester chloride ; 
etodolac 5^N,N-dHSopropyl4sl^emylarnrnonlum)thl6 pentyl ester chloride; 
etodolac 5-(N,hWi-rHbutyl^-rnethyiam ester chloride; 

etodolac 5-(N f N^methyl^-benzyJamrrK>nrum)thiopentyl ester chloride; 
etodolac 5-(N^rtenyW^4>ertfyl4l^emytamm ester chloride; 

tolmetin MNHrathyW4^tfiyW^-toity^ ester chloride; 

tolmetin 5^N-me1hyl-N^Ui^^^enylammoi^Lmi)thwpentyi ester chloride; 
anirolac 6-(4^orpl^inyH^^ethylammonfum)thtohexyl ester chloride; 
ketorolac 6-(1^iperkfinyl^-metr^lammomurn)thiohexyl ester chloride ; 
tifurac 6^1-pyrroIidInyl-N-methytamrnonium)thiohexyl ester chloride; 
tolmetin ^N^^iphe^l^-methylammonium)thiohexyl ester chloride; 
tolmetin 6-(Nj^^iethyt-NnTi9thy!ammoniunrilthiohexy1 ester chloride; 
tolmetin 6^N,N^MsopropyWslHT»th^ ester chloride; 

tolmetin 6-(N.N^i-n^)utyl-^^^ethy^ammon^um)thiohexyi ester chloride; 
tifurac 6-(N»N-dimethyI-N-ben2ylammonium)thiohexyl ester chloride; 
tifurac 6-(N-phenyl-N-benzyl-N-methylammonium)thiohexyl ester chloride; 
tifurac 6-(NH^thyl-r4^myl-N-butytamnK)n!urn)thiohexyl ester chloride; 
tifurac 6^N-metrtyl44^thyH^^heriytamm^ ester chloride; 

tifurac 3-(N,N,N-trimethylarnmonium)thiopropyl ester bromide; 
tifurac 4-(N.N,N^amethytammonium)thiobutyl ester bromide; 
diclofenac 6-(N,N.N-trimethylammonUim)thiohexyl ester bromide; 
anirolac 4-(4^oipholinyl-N^ethytammoniiim)thiobutyl ester bromide; 
ketorolac 4-( 1 i?iperkiinyl-N-methyiarnrnonium) (thiobutyi ester bromide; 
tifurac 4-(1-pyrrofidinyl-N^ethylarnnK>ruum)thiobut^ ester bromide; 
diclofenac 4-(N,N^pheny^N-niethylarnmonium)thtobuty1 ester bromide; 
diclofenac 4-{N»N-diethyW^emylammonium)thiobutyl ester bromide; 
diclofenac 4-(N > N-dKisopropyl-N-methylammonium)thiobutyl ester bromide; 
diclofenac 4^N,N^i-n-butyl^^ethylafrimonium)thiobutyl ester bromide; 
diclofenac 4^N,N^imemyl^^enzylarnmonium)thiobutyl ester bromide; 
fenclofenac 4^Ni^nyf-N-benzy]4^ethylamm ester bromide; 

fendofenac 4-(N^eth^4vJ^thy1-N-butylammonium)thiobu^ ester bromide; 
fenclofenac 4-(N-n^thyi^-ethyi^-phenylammonlum)thlobutyl ester bromide; 
anirolac 3-(4-fTK3rphoUnyl-N^etriylammonium)thk)propyl ester bromide; 
ketorolac 3>(1 -piperidinyW-n^my1amnrK)nium)thiopropyl ester bromide; 
tifurac 3-(1 -pyrrolicfiny1-N-methylammoniurn)thiopropyl ester bromide; 
fenclofenac 3-(N,N^phenyl-N^ethylarrunonium)thk)propyl ester bromide; 
fenclofenac 3^N f NKfiemy^N-methylanimoruu7n)thiopropyl ester bromide; 
fenclofenac 3-(N t N^HSopropyM^nethyia^ ester chloride; 

anirolac 3-(N t N<U^^utyl^methylammonlum)thiopropyl ester bromide; 
anirolac 3-{N,NHjimethyl-N4>erizylammonJum)thicpropyl ester bromide; 
anirolac 3-(^phenyi-N-ben2y^N-methylammonium)thioprop^ ester bromide; 
anirolac 3-(NHTieth^N^thyl-N4>utylarrimonium)thiopropyl ester bromide; 
anirolac 3-(N^eth^^^myl^^he^ammcTMum)thiopropyl ester bromide; 
anirolac M4-rrK>rpholiny^NHrothylam ester bromide; 

ketorolac 5^(1 ^iperiolnyl^-methylarf^ 

tifurac 5-(1 -pynx>licfinyl-^memyiammonlum)thiopentyl ester bromide; 
anirolac 5-(N,N,N-trimethylamrnonium)thiopenty1 ester bromide; 
mefenamic acid 5~(N,NHaphenyHsl-methylammonium)thiopentyl ester bromide; 
mefenamic acid 5-(N,NK£ethyl^^ethyiammonium)thiopentyl ester bromide; 
mefenamic acid 5^N,NniHsopropy^N^ethytammoriiiJm)thiopentyt ester bromide; 
mefenamic acid &^N.N^-rHbutyi^-rrmthylarnmonium)thiopentyl ester bromide; 
mefenamic acid 5-(N,NKfimethyi-r^ben2ylamrnonium}thiopentyl ester bromide; 
mefenamic acid5-(N^henyl-N4>enzyl-N-methylarnmontum)thiopentyl ester bromide; 
ketorolac 5^(^MnemyM^l^myI^4)utylammonium)thk>pentyl ester bromide; 
ketorolac 5-(^Hnethy^N-emyl-N^henylarnn^onium)thiopentyl ester bromide; 
anirolac 6-(4-morpho5nyf-N-methylammonium)thiohexyl ester bromide; 
ketorolac &-(1^iperidiny)-N^ethyianimonium)thtohexyl ester bromide; 
tifurac 6-(1^yn-otidinyl-N-rnethylammonium)thiohexyl ester bromide; 
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ketorolac 6-(N,N-diphenyl-N-methylamnnonium)thiohexyl ester bromide: 
ketorolac 6-(N.NKliethyl^-methylamrnoniurrt)thiohexy1 ester bromide; 
anirolac6-{N.N-di-isopropy(^-methylammoniurn)thiohexyl ester bromide; 
artirolac 6-{N f N-di-rt-butyt-N-methyiammonium)thiohexyl ester bromide; 

anirolac 6-(N,N-dimethyt-N-benzytammonium)thlohexyt ester bromide; 5 
anirolac6-(N-phenyl-N^ru^t^-methytammonium)thiohexyl ester bromide; 
trfurac 6-(N^ethyt-N-€thyl-N-butylammoriium)thiohexyi ester bromide; and 
tifurac 6-(N-methyt-N^th^-N-phenylarnrnonium)thiohexyi ester bromide. 
It will be apparent to one of ordinary skill in the art that the above listing is for the purpose of exemplification, 
and is not exhaustive. Accordingly, any of the ANSAJDs fisted in parts A.1 and 2 of this Example 2 can be used 10 
in place of naproxen to obtain the analogous esters to the naproxen esters listed in parts B.2 and B.3 of this 
Example 2. Moreover, other ANSAIDS (RCOOH) can be substituted, as well as other dtalkytaminoalkyl thiols of 
formula (3). as well as other alkylating agents R 3 X. 

B.5. By treatment of the intermediate oily ester with methyl chloride in a pressure apparatus at 60° C for 48 
hours, the following compound was prepared: 15 
naproxen thiocholine ester chloride, mp 110-1 12° C. 



EXAMPLE 3 



NAPROXEN CHOLINE ESTER BROMIDE BY REACTION SCHEME E FROM THE INTERMEDIATE OF 20 
PREPARATION 5 

Naproxen 2-bromoethyl ester (6.7 g, 20 mmol) and condensed trimethylamine (25 ml) were combined in a 
seated pressure tube (Ace glass, threaded top) and heated to 50° C overnight. The tube was cooled in ice. 
opened, and the residue was triturated with diethyl ether (100 ml) to afford the title compound upon filtration 
and drying. 25 

By use of the appropriate tertiary amine R 1 R 2 R 3 N in place of trimethylamine, other compounds of Formula I 
where M = O may be prepared. 

By use of the appropriate tertiary amine and the appropriate ANSA1D (o-naloalkylester, other compounds of 
Formula I where M — O may be prepared. 

30 

EXAMPLE 4 

NAPROXEN CHOLINE ESTER CHLORIDE BY REACTION SCHEME F 

Naproxen acid chloride prepared from naproxen (11.5 g) and oxalyl chloride (6.5 ml) in benzene (200 ml) w\ 
the presence of a catalytic amount of DMF (0.5 ml) followed by evaporation, was dissolved in dry 35 
dimethyformamide (100 ml), and was treated with choline chloride (7.7 g) and triethylamine (8.5 ml). After 
warming to 50° C for 2 hours, the mixture was cooled, evaporated, and recrystallized from hot acetone to yield 
the title compound. 

Substitution of thiocholine chloride affords naproxen thiocholine ester chloride. 

Substitution of acid chlorides derived from other ANSAIDs affords the corresponding choline or thiocholine 40 
ester chlorides. 

In the following Examples 5-13, the active ingredient is a compound of Formula I, preferably selected from 
the more preferred or most preferred classes of the compounds of Formula I, and most preferably naproxen 
thiocholine ester chloride. 

45 

EXAMPLE 5 

An injectable preparation buffered to a pH of 7 is prepared having the following composition: 



Ingredients Active ingredient 0.2 g 

KH 2 PO« buffer (0.4 M solution) 2 ml 50 

KOH (1 N) q.s. to pH 7 

water (distilled, sterile) q.s. to 20 ml 



EXAMPLE 6 55 
An oral suspension is prepared having the following composition: 

Ingredients Active ingredient 5.0 g 
fumaric acid 0.5 g 

sodium chloride 2.0 g 60 
methyl paraben 0.1 g 
granulated sugar 25.5 g 
sorbitol (700/0 solution) 12.85 g 
Veegum K (Vanderbilt Co.) 1.0 g 

flavoring 0.035 ml 65 



25 
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colorings 0.5 mg 

distilled water q.s. to 100 mt 



EXAMPLE 7 



Quantity per 

Ingredients tablet , mgs« 

Active ingredient 25 

cornstarch 20 

lactose, spray-dried 153 

magnesium stearate 2 



20 

The above ingredients are throughly mixed and pressed into single scored tablets. 
EXAMPLE 8 

25 

Quantity per 

Ingredients tablet, rogs* 

30 Active ingredient 100 
lactose, spray-dried 148 
magnesium stearate 2 

35 

The above ingredients are mixed and introduced into a hard-shell gelatin capsule. 

AO 
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EXAMPLE 9 



Ingredients 

Active ingredient 

cornstarch 

lactose 

magnesium stearate 



Quantity per 
tablet, mgs. 

200 
50 
145 
5 



10 
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25 



30 



35 



40 



45 



SO 



55 



€0 



65 



27 



BNSOOCIO <EP 02892G2A2_I_> 



10 



15 



25 



30 



35 



40 



50 



55 



0289 262 

The above ingredients are mixed intimately and pressed into a single scored tablets. 
EXAMPLE 10 

Quantity per 

Ingredients tablet, mgs. 

Active ingredient 108 

lactose 15 

cornstarch 25 

magnesium stearate. 2 



The above ingredients are mixed and introduced into a hard-shell gelatin capsule. 
20 EXAMPLE 11 

Quantity per 

Ingredients tablet, mqs. 



Active ingredient 150 
lactose 92 



The above ingredients are mixed and introduced into a hard-shell gelatin capsule. 
EXAMPLE 12 
Topical Formulation 

Ingredients grams 



Active ingredient 0,2-2 

Span 60 2 

45 Tween 60 2 

Mineral oil 5 

Petrolatum 10 

Methyl paraben 0.15 

Propyl paraben 0.05 

8HA (butylated hydroxy anisole) 0.01 

Water q.s. 100 



AH of the above ingredients, except water, are combined and heated to 60° C with stirring. A sufficient 
60 quantity of water at 60°C is then added with vigorous stirring to emulsify the ingredients, and water then added 
q.s. 100 g. 



EXAMPLE 13 



€5 



28 



BNSOOClO: <EP 0283262A2_I_> 



r 



0 289 262 



Topical Formulation 



Ingredients wt-% 

Active ingredient 2.5 

Klucel (hydroxypropylcellulose) 2.5 

diisopropyl adipate 10 

ethanol 80 

propylene glycol 5 



10 



15 



All of the ingredients except Klucel are first mixed together at room temperature, so that the active 
ingredient dissolves. Then the Klucel is dispersed and left to gel overnight. 

20 

EXAMPLE 14 

Test for Ability to Cause Gastro-lntestinal Erosion In Rats 

Male Lai: COX (SD) rats weighing 200-250 gm were acclimated for one week under standard laboratory 
conditions. Each animal was individually indentified and body weights were determined on the first day of the 25 
test and again at autopsy. The test materials, suspended in aqueous cartooxymethyl cellulose vehicle, were 
administered oratty once daily in a volume of 1 .0ml per 100g body weight for four consecutive days. Food was 
withdrawn from the animals following the last dose and the animals were sacrificed 24 hours later. At necropsy, 
the stomach and intestines were removed and observed for lesions. A group of five rats was used for each 
dose level of test material, and erosions were graded on a 0-10 scale with a score of 10 indicating that the 30 
animal died of ulceration prior to autopsy. The incidence of lesions for each dose level tested is reported. 

Induction of Erosions and Ulcerations of the Intestinal Tract of Rats 

35 
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Test Daily Dose 

Material mg/kg 

Naproxen 



Naproxen thiocholine 
ester iodide 



Mean Intestinal Ulcer 
Score ± IStd. Dev. 



Naproxen thiocholine 
ester chloride 



Indomethacin 

Indomethacin thiocholine 
ester iodide 

Ketorolac 



Ketorolac thiocholine 
ester iodide 



20 


1.6 ♦ 0.9 


*-> e 

25 


3.2 + 1.1 


30 


6. A + 1.7 


35 


•T / . ft O 

7.6 ^+ u.y 


150 


0 


ZOO 


0.-4 + 0.9 


250 


1.6 ♦ 1.7 


300 


3.0 + 1.7 


400 


7.2 ♦ 1.1 


200 


0.4 + 0.9 


300 


1.6 + 0.9 


400 


5.6 7 2.2 


5 


7.2 ♦ 1.9 


25 


0 


100 


0 


5 


1.9 + 0.9 


10 


4.8 "+ 1.7 


20 


7.4 + 1.7 


25 


2.0 ♦ 2.0 


50 


6.4 + 0.9 


75 . 


7.2 + 1.1 



40 



45 



EXAMPLE 15 

Test for Activity In the Rat Adjuvant-Induced Arthritis Assay 

Female CrlrCD, br rats weighting 160-180 gm were randomly distributed to treatment groups of 12 animals, 
and were given food and water ad libitum. Test materials were prepared fresh weekly as suspensions in 
aqueous carboxymethyl cellulose. Animals were orally dosed with volumes of 1 ml twice per day Monday 
through Friday, and with 2 ml once per day on Saturdays and Sundays. At time 0, rats were injected 
Intradermal ty in the proximal quarter Off the tail with 0.1 ml of a mineral oil suspension of heat killed and dried 
Mycobacterium butyricum (Difco) at a concentration of 10 mg/ml. After sacrifice, the hind paws of each animal 
were removed and weighed. 



50 



Inhibition of Adjuvant-Induced Arthritis in the Rat 
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Test Daily Dose Percent Inhibition 

Material mq/kg of Hind Paw Weight 

Naproxen 22 s 

3.5 70 
7.0 77 

Naproxen thiocholine 7.0 AO 

ester iodide 10 69 

14 AO, 53* 

28 51,75* 

Ketorolac 0.1 5 w 

0.5 14 
2.5 59 



20 



Ketorolac thiocholine 1.0 10 

ester iodide 5.0 79,56* 

Indomethacin 2.0 75 

Indomethacin thiocholine 7.0 15 25 

ester iodide 14 59 

♦Results of two independent tests. 

30 



EXAMPLE 16 

35 

Protective Effect of Ora Hy /Vdnwusi ered Naproxen Thiocholine Ester Iodide Against Intestinal Ulceration in 
Rats Induced by the Subctitaneocs Administration of Indomethacin 

Male Crl:D,br rats weighing approximately 200 gm received indomethacin, 4 mg/kg, injected subcuta- 
neously each day for four consecutive days to induce the formation of erosions and ulcers of the small 
intestine. Food was removed following the last dose of indomethacin and the rats were necropsied 18-24 40 
hours later. Erosions of small ntestine were scored as follows: 

0 - no detectable lesions 

2 -small ulcerattions (1-15) less than 1 mm 

4- small ulcerations plus 1-10 medium (2-3 mm) ulcerations 45 

6 - predominantly medium ulcerations plus 2-5 severe ( > 4mm) ulcers without evidence of perforation 

8 - many (> 20) medium and severe ulcerations with evidence of perforation 

10 - animals dying during assay as a consequence of ffitestinal perforation and septicemia. 

Agents to be tested for protective effects were administered orally in an aqueous vehicle, with one-half the 50 
daily dose being administered 4 hours prior to indomethacin injection and one half the daily dose being 
administered at the time of indomethacin injection. 

Protective Effect of Orally Administered Naproxen Tniocholine Ester Iodide Against Intestinal Ulceration in 

Rats Induced by the Subcutaneous Administration of indomethacin (4 mg/kg/day) 55 



60 
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Test 
Material 

Vehicle 



Oral Dose No* of Intestinal Erosion Score 
tng/kg/day Rats Mean ±S.D. 



10 



5.8 ±1.8 



Naproxen 
Thiocholine 
Ester Iodide 



10 
20 
50 



5 
10 

5 



4.0 ± 2.4 

2.4 ± 0.9 
1.8 ±2.4 
0.8 ± 1.1 



EXAMPLE 17 

Five male Hsd:(SD)BR rats weighing 205-215 g were acclimated for approximately one week prior to use 
under standard laboratory conditions. Naproxen thiocholine ester iodide, suspended in aqueous 
carboxymethyteellulose vehicle was administered orally twice daDy in a volume of 1 X> ml per 200 g body weight 
for 21 consecutive days at a total daily dose of 100 rng/Kg. The compound did not produce any gross signs of 
toxicity. The other compounds of the present invention also do not exhibit any toxic effects. 



Claims 



1 . A compound of the formula : 
RC(0)M(CH2}nN*R 1 R*R 3 X- (I) 

wherein: 

R is a radical such that RCOOH is an acidic nonsteroidal antiinflammatory drug (ANSAID) : 
MisOorS; 

n is an integer from 2 to 6; 

R 1 and R* are Independently alky) of 1 to 6 carbon atoms having a -CH2- group directly connected to 
the nitrogen atom, phenyl, or benzyl; 

or R 1 and R 2 may be combined with the nitrogen atom to which they are attached to form morpholino 
or a 5- or 6- membered satured heterocyclic ring ; 

R 3 is alkyl of 1 to 6 carbon atoms having a -CH2- group directly connected to the nitrogen atom, or 
benzyl; 

and X is a pharmaceuticaDy acceptable anion. 

2. A compound f Claim 1 wherein R 1 , R 2 and R 3 are independently alkyl of 1 to 6 carbon atoms, 
preferably alkyl of 1 to 4 carbon atoms, most preferably methyl. 

3. A compound of Claim 1 or Claim 2 wherein X is halo preferably chloro. 

4. A compound of any one of the preceding claims wherein n is 2 or 3. 

5. A compound of Claim 4 wherein n is 2, R 1 . R 2 and R 3 are methyl, and X is halo preferably chloro. 

6. A compound of any one of the preceding claims wherein RC(0)- is a radical such that RCOOH is an 
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acidic nonsteroidal antiinflammatory agent selected from the group consisting of indomethacin, sulindac. 
toimetin tifurac, zomepirac. diclofenac, fenclofenac. etodolac, ibuprofen. naproxen, ketoprofen. 
benoxaprofen. mefenamic acid, flutenamic acid, ketorolac and anirolac. preferably an acidic nonsteroidal 
antiinflammatory agent selected from the group consisting of naproxen, ketorolac, anirolac, tifurac. 
diclofenac, ibuprofen. indomethacin, and sulindac and most preferably an acidic nonsteroidal 
antiinflammatory agent selected from the group consisting of naproxen, ketorolac, anirolac, trfurac and 
indomethacin. 

7. A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is naproxen. 
8 A compound of Claim 7 wherein R 1 , R 2 and R 3 are methyl . n is 2 or 3. and X is halo. 

9. A compound of Claim 8 wherein n is 2, X is CU or Br and M is S, namely, naproxen thiocholine ester 
chloride, naproxen thiocholine ester iodide and naproxen thiocholine ester bromide respectively. 

10. A compound of Claim 8 wherein n is 2, X is CI and M is O, namely, naproxen choline ester chloride. 

1 1 . A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is ketorolac. 

12. A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is anirolac. 

13* A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is tifurac. 15 

14. A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is indomethacin. 

15. A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is ibuprofen. 

16. A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is diclofenac. 
17 A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is sulindac. 

18. A compound of any one of claims 11 to 17 wherein R\ R 2 and R 3 are methyl, n is 2 or 3 and X is halo. 20 

19 A compound according to claim 18 wherein n is 2 and X is chloro. 

20 A compound of Claim 6 wherein RC(O) is a radical such that RCOOH is etodolac, R\ R 2 and R 3 are 
methyl, n is 2, X is I, and M is S or O. namely, etodolac thiocholine ester iodide and etodolac choline ester 
iodide respectively. . . . - 

21 . A compound of Claim 1 wherein RC(O) is a radical such that RCOOH is naproxen. R 1 , R 2 and R* are 25 
methyl n is 5 M is O an X is I. namely, naproxen 5-(N.N ( N-trimethylammonium)n-pentyl ester iodide. 

22 A compound of Claim 1 wherein RC(0) is a radical such that RCOOH is ketorolac, R\ R 2 and R 3 are 
methyl, n is 4, M is O and X is I, namely ketorolac 4-(N,N.N-trimethylammonium)n-butyl ester iodide. 

23. A compound of Claim 1 selected from: 

naproxen choline ester chloride ; 30 
ketorolac choline ester chloride; 
anirolac choline ester chloride; 
diclofenac choline ester chloride; 
ibuprofen choline ester chloride; 

indomethacin choline ester chloride; 35 
sulindac choline ester chloride; 
tifurac choline ester chloride ; 
naproxen thiocholine ester chloride; 
ketorolac thiocholine ester chloride; 

anirolac thiocholine ester chloride ; 40 
diclofenac thiocholine ester chloride; 
ibuprofen thiocholine ester chloride; 
indomethacin thiocholine ester chloride; 
sulindac thiocholine ester chloride ; 

tifurac thiocholine ester chloride ; 45 
naproxen choline ester bromide ; 
ketorolac choline ester bromide ; 
anirolac choline ester bromide; 
diclofenac choline ester bromide; 

ibuprofen choline ester bromide ; 50 
indomethacin choline ester bromide ; 
sulindac choline ester bromide ; 
tifurac choline ester bromide; 
naproxen thiocholine ester bromide ; 

ketorolac thiocholine ester bromide ; 55 

anirolac thiocholine ester bromide ; 

diclofenac thiocholine ester bromide; 

ibuprofen thiocholine ester bromide; 

indomethacin thiocholine ester bromide; 

sulindac thiocholine ester bromide; 

trfurac thiocholine ester bromide; 

naproxen choline ester iodide; 

ketorolac choline ester iodide; 

anirolac choline ester iodide ; 

diclofenac choline ester iodide ; 



33 



BNSOOClD: <EP _0289262A2.I_> 



0289 262 



ibuprof en choline ester iodide ; 
indomethacin choline ester iodide ; 
suiindac choline ester iodide; 
tifurac choline ester iodide: 
naproxen thiocholine ester iodide; 
ketorolac thiocholine ester iodide ; 
anirolac thiocholine ester iodide ; 
diclofenac thiocholine ester iodide; 
ibuprofen thiocholine ester iodide; 
indomethactn thiocholine ester iodide; 
suiindac thiocholine ester iodide ; 
tifurac choline ester iodide; and 

naproxen 5-(N,N,N-trimethylammonium)pentyl ester iodide 
ketorolac 4-(N,N,N-trimethylarnrnoniurn) butyl ester iodide; 
etodotac choline ester iodide; and 
etodolac thiocholine ester iodide. 

24. A compound of any one of the preceding claims for the treatment of inflammation in a mammal. 

25. A pharmaceutical composition comprising a therapeutically effective amount of a compound of any 
one of the preceding claims in admixture with a phararnceutfcaJly acceptable excipient. 

26. A pharmaceutical composition comprising a therapeutically effective combined amount of a 
compound of any one of claims I to 24 in admixture with a nonsteroidal antiinflammatory drug and a 
pharmaceutical^ acceptable exctpient 

27. A pharmaceutical preparation comprising a compound of any one of claims 1 to 24 and a 
non-steroidal anU-rtUnimatory drug (NSAID), said compound being arranged for simultaneous or 
sequential administration win NSAID. 

28. A pharmaceutic* composition according to claim 26, or a prtarmaceutical preparation accoixfing to 
claim 27 wherein said NSAID t* an mcktoc non-steroidal antiinflammatory drug, or a pharmaceutical^ 
acceptable salt 

29. A pharmaceutical composition or preparation according to claim 28 wherein the NSAID and the R 
group of the compound of formula I are chosen such that the NSAID is RCOOH, or a pharmaceutical^ 
acceptable salt thereof. 

30. Use of a compound of any one of claims 1 to 24 in the manufacture of a medicament for the treatment 
of inflammation in a mammal. 

31 . Use according to claim 30 wherein said inflammation to be treated is a symptom of arthritis. 

32. Use according to ctaim 30 or claim 31 wherein said medicament comprises, in adefition to said 
compound a non-steroidal anti-inflammatory drug. 

33. A process for preparing a compound of the formula 

RCtOMChteJnN+R'RW X- (I) 
wherein: 

R is a radical such that RCOOH Is an acidic nonsteroidal antiinflammatory drug (ANSAID) : 
MisOorS; 

n is an integer from 2 to 6; 

R 1 and R 2 are independently alkyl of 1 to 6 carbon atoms having a -CH 2 - group directly connected to 
the nitrogen atom, phenyl, or benzyl; 

or R 1 and R 2 may be combined with the nitrogen atom to which they are attached to form morpholino 
or a 5- or 6- membered saturated heterocyclic ring ; 

R3 ajjcyi of 1 to 6 carbon atoms having a -CHz- group directly connected to the nitrogen atom, or 
benzyl; 

and X is a pharmaceutically acceptable anion, 
which comprises: 

a) alkylating a compound of the formula 

RC(0)M(CH 2 )nNR 1 R 2 

with a compound of the formula R 3 X wherein R, M.n, R\R 2 , R 3 and X are as defined above; or 

b) reacting a compound of the formula 

RC(0)M(CH 2 )„X 

with a compound of the formula 

R1R2R3N 
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wherein R, M, n, X, R 1 , R 2 and R 3 are as defined above; or 

c) reacting a compound of the formula 

RC(0)OH 

5 

or a derivative thereof with a compound of the formula 
HM(CH 2 )„N*R1R2R3X- 

wherein R, M, n, R 1 . R 2 . R 3 and X are as defined above; or 10 

d) reacting a compound of the formula 

RC(0)OR' 

with a compound of the formula 15 
H(M){CH 2 ) n NrRm2R3X- 

wherein R.Mn.R 1 , R 2 , R 3 and X are as defined above and R' is a aikyl of 1-4 carbon atoms. 

20 

Claims for the following Contracting States: GR, ES 

1 . A process for preparing a compound of the formula 

RCtOJMtCHaJnN'R'RWX- (I) 

25 

wherein: 

R is a radical such that RCOOH is an acidic nonsteroidal antiinflammatory drug (ANSAID): 
MisOorS; 

n is an integer from 2 to 6; 

R 1 and R 2 are independently alkyl of 1 to 6 carbon atoms having a -CH2- group directly connected to 30 
the nitrogen atom, phenyl, or benzyl; 

or R 1 and R 2 may be combined with the nitrogen atom to which they are attached to form morpholino 
or a 5- or 6- membered saturated heterocyclic ring; 

R 3 is aikyl of 1 to 6 carbon atoms having a -CH2- group directly connected to the nitrogen atom, or 
benzyl; 35 

and X is a pharmaceutical^ acceptable anion, 
which comprises: 

a) alkylating a compound of the formula 

RC(0)M(CH 2 )r»NRiR2 40 

with a compound of the formula R 3 X wherein R, M, n.R 1 , R 2 , R 3 and X are as defined above; or 

b) reacting a compound of the formula 

RC(0)M(CH 2 )nX 45 

with a compound of the formula 

R 1 R 2 R 3 N 

50 

wherein R, M, n, X, R\ R 2 and R 3 are as defined above; or 

c) reacting a compound of the formula 

RC(0)OH 

55 

or a derivative thereof with a compound of the formula 

wherein R, M, n, R 1 , R 2 , R 3 and X are as defined above; or 60 

d) reacting a compound of the formula 

RC(0)OR' 

with a compound of the formula 65 
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H(M)(CH 2 >nNWR 2 R 3 X- 

wherein R. M n, R 1 , R 2 , R 3 and X are as defined above and R* is an aikyl of 1-4 carbon atoms. 
5 2. A process according to Claim 1 wherein R 1 , R 2 and R 3 are independently aikyl of 1 to 6 carbon atoms, 

preferably alkyt of 1 to 4 carbon atoms, most preferably methyl. 

3. A process according to Claim 1 or Claim 2 wherein X Is halo preferably chloro. 

4. A process according to any one of the preceding claims wherein n is 2 or 3. 

5. A process according to Claim 4 wherein n Is 2, R\ R 2 and R 3 are melhyl, and X is halo preferably 
10 chloro. 

6. A process according to any one of the preceding claims wherein RC{0)- is a radical such that 
RCOOH is an acidic nonsteroidal antiinflammatory agent selected from the group consisting of 
indomethacin, sulindac, tolmetin. tifurac. zomepirac, diclofenac, fenclofenac, etodoiac, touprofen, 
naproxen, ketoprofen, benoxaprofen, mefenamic acid, flufenamic acid, ketorolac and anirolac, preferably 

15 an acidic nonsteroidal antlrrflamrnatory agent selected from the group consisting of naproxen, ketorolac, 
anirolac. tifurac, diclofenac, ibuprofen, indomethacin, and sufindac and most preferably an acidic 
nonsteroidal antiinflammatory agent selected from the group consisting of naproxen, ketorolac, anirolac, 
tifurac and indomethacin. 

7. A process according to Claim 6 wherein RC(O) is a radical such that RCOOH is naproxen. 
20 8. A process according to Claim 7 wherein R 1 , R 2 and R 3 are methyl, n is 2 or 3, and X is halo. 

9. A process according to Claim 8 wherein n is 2, X is CI, I or Br and M is S, namely, naproxen thiocholine 
ester chloride, naproxen thiocholine ester iodide and naproxen thiocholine ester bromide respectively. 

10. A process according to Claim 8 wherein n is 2, X is CI and M is O, namely, naproxen choline ester 
chloride. 

25 1 1 . A process according to Claim 6 wherein RC(O) is a radical such that RCOOH is ketorolac. 

12. A process accorafing to Claim 6 wherein RC(O) is a radical such tat RCOOH is anirolac. 

13. A process according to Claim 6 wherein RC(O) is a radical such that RCOOH is tifurac. 

14. A process according to of Claim 6 wherein RC(O) Is a radical such that RCOOH is indomethacin. 

15. A process according to Claim 6 wherein RC(O) is a radical such that RCOOH is ibuprofen. 
30 16. A process according to Claim 6 wherein RC(O) is a radical such that RCOOH is diclofenac. 

17. A process according to Claim 6 wherein RC(O) is a radical such that RCOOH is sulindac. 

18. A process according to and one of claims 1 1 to 17 wherein R 1 , R 2 and R 3 are methyl, n is 2 or 3 and X 
is halo. 

19. A process according to claim 1 8 wherein n is 2 and X is chloro. 

35 20. A process according to Claim 6 wherein RC(O) is a radical such that RCOOH is etodoiac, R 1 , R 2 and 

R 3 are methyl, n is 2, X is I, and M is S or O, namely, etodoiac thiochofine ester iodide and etodoiac choline 
ester iodide respectively. 

21 . A process according to Claim 1 wherein RC(O) is a radical such that RCOOH is naproxen, R 1 , R 2 and 
R 3 are methyl, n is 5, M is O and X is I, namely, naproxen 5-(N,N,N-trimethy1anvrK)nium)rH>entyl ester 

40 Iodide. 

22. A process according to Claim 1 wherein RC(O) is a radical such that RCOOH is ketorolac, R\ R 2 and 
R 3 are methyl, n is 4, M is O and X is I, namely, ketorolac 4-(N,N,N-trimethylammonium)n^>utyl ester 
iodide. 

23. A process according to Claim 1 wherein said compound of formula I is selected from 
45 naproxen choline ester chloride; 

ketorolac choline ester chloride; 

anirolac choline ester chloride; 

diclofenac choline ester chloride ; 

ibuprofen choline ester chloride; 
50 indomethacin choline ester cNoride ; 

sulindac choline ester chloride; 

tifurac choline ester chloride; 

naproxen thiochofine ester chloride; 

ketorolac thiocholine ester chloride; 
55 anirolac thiocholine ester chloride; 

diclofenac thiocholine ester chloride; 

ibuprofen thiocholine ester chloride ; 

indomethacin thiocholine ester chloride ; 

sulindac thiocholine ester chloride; 
GO tifurac thiocholine ester chloride ; 

naproxen choline ester bromide ; 

ketorolac choline ester bromide; 

anirolac choline ester bromide; 

diclofenac choline ester bromide; 
65 ibuprofen choline ester bromide; 
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indomethacin choline ester bromide ; 
sulindac choline ester bromide: 
tifurac choline ester bromide; 
naproxen thiocholine ester bromide; 

ketorolac thiocholine ester bromide; 5 
anirolac thiocholine ester bromide; 
diclofenac thiocholine ester bromide; 
ibuprofen thiocholine ester bromide; 
indomethacin thiocholine ester bromide; 

sulindac thiochofine ester bromide ; w 
tifurac thiochofine ester bromide; 
naproxen choline ester iodide; 
ketorolac choline ester iodide; 
anirolac choline ester iodide; 

diclofenac choline ester iodide; /5 
ibuprofen choline ester iodide; 
indomethacin choline ester iodide; 
sulindac choline ester iodide; 
tifurac choline ester iodide; 

naproxen thiocholine ester iodide ; 20 
ketorolac thiocholine ester iodide; 
anirolac thiocholine ester iodide; 
diclofenac thiocholine ester iodide; 
ibuprofen thiocholine ester iodide; 

indomethacin thiocholine ester iodide ; 25 

sulindac thiocholine ester iodide; 

tifurac thiocholine ester iodide; and 

naproxen 5-(N,N,N-trimethylammonium)pentyl ester iodide; 

ketorolac 4-(N,N.N-trimethylammonium)butyl ester iodide; 

etodotac choline ester iodide; and 30 
etodotac thiocholine ester iodide. 

24. A process comprising production of a compound of formula 

RC(0)M(CW 2 )n^iR2R 3 X- (I) 

35 

wherein; 

R Is a radical such that RCOOH is an acidic nonsteroidal antiinflammatory drug (ANSAID) : 
M isOorS; 

n is an integer from 2 to 6; 

R 1 and R 2 are independently alkyl of 1 to 6 carbon atoms having a -CH2- group directly connected to 40 
the nitrogen atom, phenyl, or benzyl; 

or R 1 and R 2 may be combined with the nitrogen atom to which they are attached to form morpholino 
or a 5- or 6- membered saturated heterocyclic ring; 

R 3 is alkyl of 1 to 6 carbon atoms having a -CH2- group directly connected to the nitrogen atom, or 
benzyl; 45 

and X is a pharmaceuttcalfy acceptable anion. 

25. A method of producing a pharmaceutical composition, the method comprising mixing a 
therapeutically effective amount of a compound produced by the process of any one of the preceding 
claims with a pharmaceutical^ acceptable excipient. 

26. A method of producing a pharmaceutical composition, the method comprising mixing a 50 
therapeutically effective combined amount of a compound produced by the process of any one of 
claims 1 to 24 with a nonsteroidal antiinflammatory drug and a pharmaceutical^ acceptable excipient. 

27. A method of producing a pharmaceutical preparation the method comprising arranging a compound 
produced by the process of any one of claims 1 to 24 for simultaneous or sequential administration with a 
non-steroidal anti-inflammatory drug (N5AID). 55 

28. A method according to claim 26 or claim 27 wherein said NSAID is an acidic non-steroidal 
anti-inflammatory drug or a pharmaceutical^ acceptable salt thereof. 

29. A method according to claim 28 wherein the NSAID and the R group of the compound of formula I are 
chosen such that the NSAID is RCOOH, or a pharmaceutical^ acceptable salt thereof. 

30. Use of a compound produced by the process of any one of claims 1 to 24 in the manufacture of a 60 
medicament for the treatment of inflammation in a mammal. 

31 . Use according to claim 30 wherein said inflammation to be treated is a symptom of arthritis. 

32. Use according to claim 30 or claim 31 wherein said medicament comprises, in addition to said 
compound a non-steroidal anti-inflammatory drug. 

65 
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